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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



In re Application of: 
Nicholas Bachynsky 
WoodieRoy 

Serial No.: (PCT/US99/16940) 

Filed: Jaouaoy 26. 2001 

For: CHEMICAIXY INDUCED 



§ 
§ 
§ 

§ Group Art Unit: Unknown 
§ 

§ Examiner: Unassigned 



INTILiCm-UlJ^KyPERTHKRMlA § 



§ Auy. Docket: P0161SUS1 / 09805783 
§ (U.S. Nam. Phase) 



DECLARATION IN SUPPORT OF WENEWHD PETITION 37 C.F^ 1.47(B) 



I, G, Wayne Choate, am an attOTney at law in thfi State of Texas, and am a 
shareholder in the law firm of Goode, Cas&eb, Jones, Riklin, Choate & Watson, a 
Professional Corporaiion organized under the laws of the State of Texas* located at 2122 
North Main Avemie, San Antonio, Texas 78212 C^ihe Finn^O- The Firm represents 
Texas Phannaiieuticals, Inc-, a Texas corporation, located at 701 West 14**" Street, 
Texarfcana. Texas 75501 ("assignee**)- 

I have first hand knowledge of the following facts, and attached suppoituig 
documentation, which show that: 

• i) assignee has full proprietary interest in the above-refi^enced patwi 
application, application number 09/744,622 (PCT/US99/16940) ("the invenlion'O, 
specifically, the invention has been assigned to a^gnee, both inventors, Nicholas 
Bachynsky and Woodie Roy, of the above-refereaced patent apphcation Cinventors*') 

25163091.1 I 
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have asreed in writing to assign the invention to assignee, and assignee otherwise has full 
pioprietaiy interest in the invention of the above-referenced application; 

• ii) a copy of the application papers for the invention have been sent to the 
last toiown address of the inventors and to the attention of the person believed to be the 
attorney for the inventors, 

• tii) the inventors have refused to sign the declaxation; 

« iv) the inventors signed a declaration in the provisional patent application 
cl aimed as a priority document to this application; 

• v) James J. Naples is the President of assignee and has fojl authority to 
execute the declarationonhehalf of assignee; and 

• vi) filing the above-referenced patent application under 37 C § 
1.47(b) is necessary to preserve the rights of the rights of ihe parties and to prevent 
irreparable damage which otheiiwise would result with the application becoming 
abandoned 

The assignee has proprietary interest in the invention 

The following written, documentary evidence is being submiited herewith 
showing that the assignee has fiill proprietary interest in the invention. 1 have first hand 
knowledge of the preparation and e^^ecution of all of the attached documents, which show 
th^ the invention of the above-referenced application has been assigned to assignee^ both 
inventors have agreed in writing to assign the invention to assignee, and assignee 

3516309 V.) 2 
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otherwise has full proprietary interesi in the invention of the above-referenced 
application. 

Exhibit A: Agreement for Sale of Inventjon ami Related Rights - Ba^hynaky 

Attached as Exhibit A is an AgTeement for Sale of Invaition and Related Rights 
(by inventor Baehynsky) ("Agreement*"), wherein inventor Nicholas Bachynsky sold all 
right, title axid interest in the iaventian of the above-referenced patent application to 
assignee, Texas Pharmaceuticals, Inc. This agreemjent, dated March 2, 1998. was 
executtsd by invcaitor Nicholas Bachynsky on March 5, 1998, and by James I, Naples^ on 
behalf of assignee, on March 6, 1998, 

This document ccvera, in wilting, the eale of rights to the invention as disclosed 
and claimed in the above-referenced patent application. This is showti. for example, in 
the Agreement which describes the sold invention as follows: 

Seller [Inventor Nicholas Bachynsky], with the financial support of 
James J. Naples, has been conducting medical research and 
developing a novel use and method of inducing intracellular 
hyperthennia and free radical flu^c through use of dinitzopheool 
and other mitochondrial uncoupling agents in the treatment of 
infectious and malignant disease. Seller has developed and 
devised a therapeutic application of dinitrophenol and odier 
mitochondrial uncoupling agents for such purposes. 

(Agreement, page 1, (Exhibit A)). 

This is the same invention as the above-referenced patent application. This can be 
seen, for exaiia|>le, fiOm the ahstract of the instant ^plication, which defines the 
invention as follows; 
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An invezition relating lo therapeutic phanuacological agents and 
metliods to chemically induce intracellular hyperthermia and/or 
&ee radicals for the diagnc^ and treannent of infecticMis, 
maHgcancy and otlier inedical conditions. The invention relates to 
a process and composition for the diagnosis or killing of cancer 
cells and inactivatioo of susceptible bacteria, parasitic, iongjal and 
viral pathogens by chemically generating heat> and/or free radicals 
or hyperthermia-inducible immunogenic determinants by using 
mitoctondrial uncoupling agents, especially 2,4 dinitrophenol 
[diniCrophenoi] either alone or in combination with other drugs, 
hormones, cytokines and radiation, 

(Abstract, U S, Application Serial No. 09/744»622). 

The invention sold in the Agre^nent i& also defined in Schedule 1 to Exhibit A of 
the A^eement {attached hereto as Exhibit Al), wherein it is defined as follows: 

Tliis invention provides a medical treattnent for ... treatment of 
resistant neoplastic and infectious disease by concurrent 
administration of dinitrophetiol [or other mitochondrial 
thennoreguUtory uncoupling agents and specific metabolic^ 
activating cytolcines hoimoncs... and other medications to 
control and focaily enhance the mitochondrial imcoi^^ling efifects. 
..A new iise(sym6tiiod of generating intraceUular oxyg» derived 
firom free radicaU. and beating from within the cell [mtracellular 
hyperthermia] has been discovered for dinitrophenol (or other 
oTudative phosphorylation tmcouplets) in prevention of parasites 
bacteria... viruses-., and neoplasia...'' 

This description of the invention as sold in the Agreement directly matches the 
invention described in the present apphcation, as can be seen, for exan^le, from the 
ab^lract of the ^iphcation^ quoted above. 

Moreover, the working example defining the invention sold in the Agreement, as 
defined in Schedule 1 to Exhibit A of the Agreement (attached at Exhibit Al), is identical 
to £xanq>le 1 of the above-referenced application (see pages 38-40 and Table 15). 



25163091.1 



4 



• Received 05/07/2002 11:18 in 03:36 on line [4] for DF09998 Printed 05/07/2002 11:24 * Pg 6/12 
Sent by: GCJRC&W 210 733 0330; 05/07/02^^0AM;^£Ea2^#275; Page 6/12 



Furth^ still, the description of the invention sold in the agreement, as defined In 
Schedule 1 lo Exhibit A of the Agreement {attached ex Exhibit Al, discussed above), is 
identical to the descripdon of the invention in the attachments to the Assignment of 
inventor Nicholas Bachynsky, as filed in diis case (Exhibit Al (recorded in this case with 
the U.S. Patent and Trademark Office at Reel/Frame 01 2063/00 15)). 

Further in support, the Agreement is acconqiamed by an executed assigom^ of 
rights by Dr. Bacbynsky to assignee (Exhibit AI, discussed below), a Non-Competition 
Agreemrat executed by Or. Bachynsky (Exhibit A2), a promissoiy note to Nicholas 
Bachynsky, executed by assignee (Exhibit A3), and a Security Agreement between 
assignee and Dr. Bachynsky (Exhibit A4)» a Warrant of Assignee, executed by assignee 
(Exhibit A5), and an Attorney Representation Statement executed by Dr. Bachynsky 
(Exhibit A6). 

Exhibit Al : Assignment by inventor Nicholas Bachynsky 

Exhibit A I is a copy of an assigmnent by inventor Nicholas Bachynsky assigning 
to assignee, Texas Phaimacettticals, Inc., all right, title and interest in the invention of the 
present applicatzon. As discussed above^ die definition of the invention in this 
assignment is identical to the invennon sold by Dr. Bachynsky to assignee and is 
id^uical to the invention of die instant application. 

Exhibit B: Agfeement for Sale of Invention and Related Rights - Roy 

Attached as Exhibit B is an Agreement for Sale of Invention and Related Rights 
(by inventor Roy) ("Agreementff2"). wherein inventor Woodie Roy sold all right, title 

/ 
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gnd interest in tbs invention of the above-refercjiced patent fi?}pli«^a*iott ^ assignee, Texas 
PhatmaccuticaU, Inc. Tliis agreement, dated My 20, 1998, was executed by inventor 
Woodie Roy on July 24, 1998. and by James J. N^les, on behalf of assignee, on July 24, 
1998. 

This document covets, in writing, the sale of rights to the inv«ition as disclosed 
and claimed in the above-referenced patent application. This is shown, for example, in 
the Agreement which describes die sold invention as follows; 

Seller has assisted [invenior] Nicolas Bachynslcy C'Bachynsk/') 
who. with the financial support of James J. Naples, has been 
conducting miedical research and developing a novel use and 
method of inducing intracellular hyperthemua and free radical flux 
through use of dinitiophenol and other mitochondrial uncoupling 
agents in fhe treatment of infectious and malignant disease. 
Bachynsky and seller have developed and devised a iherapeatic 
application of dinitrophenol and other mitochondrial uncoriq>ling 
agents for such purposes. 

(Agreement, page I, (Exhibit B)). 

This is the same invention as the above-referenced patent application, which can 
be seen by reference to ihc apphoation's abstract (quoted above). 

The invention sold in the Agreement is also defined in Schedule 1 to Exhibit A 
of fhe Agreement#2 (attached hereto as Exhibit Bl )i wherein it is defined as follows; 

This invention provides a medical treatment for ... treatment of 
resistant neoplastic and infectious disease by concurrent 
administration of dinitiophenol [or other mitochondrial 
thermoregulatory imconpHng agents . , .] . . , and specific metabolic^ 
activating cytokines homiones... and other medications to 
control and fbcally enhance the mitochondrial uncoupling effects. 
... A new use(s)/method of generating intracellular oxygen derived 
&om free radicals, and bearing from within the cell [intracellular 



6 



• Received 05/07/2002 11:18 in 03:36 on line [4] for DF09998 Printed 05/07/ 2Q1I2 11:24 * Pg 8/12 
Sent by: GCJRC&W 210 733 0330; 05/07/0^^^1 AM;,^>tQa^#275; Page 8/12 



Ei:i8«311S4nJS 



hjmeitbeirma] has been discovered for dinitrophenol (or other 
oxidative phosphorylation uncouplets) in prevention of parasites .. 
bacteria . . . viruses . . . and neoplasia ..." 

This dfiscripnon of the invention as sold in the Agre«sment directly matches the 
invention described in the preseni application, as caa be sem. for example, fcom th* 
abstract of the qipUcstion, discussed above. 

Moreover, the woricing example defining th« invention sold in llie Agreement#2, 
as defined in Schedule 1 to Exhibit A of the Agreammt#2 (attached at Exhibit Bl), is 
identical to Example 1 of tat above-referenced application (eee pages 38 - 40 and Table 
15). 

Further stiU. the Aescription of the inveatton soU in the Agreement*!, as defined 
in Schedule I co Eichibit A of the AgreBment#2 (attached at Exhibit Bl, discussed above), 
is idffnTi^-fl to the description of the invention of the present inventioft as found in the 
attachments to the assignment of inventor Woodie Roy, as filed in this case (see Exhibit 
BU recorded in this case with the U.S Patent md Trademaiic Office at Reel/Frame 
012063/0023), 

Further in si^ort, AgreemenriEil i$ accompanied by an executed aasig nmen t of 
rights by inventor Woodic Roy to assignee (Exhibit Bl, discussed below)* a Nfon- 
Competition Agreement executed by Ms, Roy (Exhibit B2), a Warrant of Assignee, 
executed by assignee (Exhibit B3), and an Affidavit As To Fact (E^diibit B4, discussed 
below). 

Exhibit Bl : Assignment by inventor Woodie Ray 
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Exhibit Bl is a copy of to assignment by inventor Woodie Roy assigninfi to 
assignee, Texas Phannaceuticals, Inc., all righis and title to the invention of the present 
application (as discussed above). As discussed above, the definition of the invention in 
this assignrnfflt is identical to the invention sold by Ms. Roy to assignee and is identical 
to the invention of the instant appHcadon, 

Exhibit B4: Affidavit A3 To Fact by inventor Woodie Roy 

Exhibit B4 is an Affidavit As To Fact by inventor Woodie Roy wherein she 
reiterates that she assigned aU interest, right and titk in the inv«.tion of the present patent 
application to the assignee, Texas Pharmaceuticals, Inc. For example, Ms. Roy states: 

I recognize and confirm that Texas Pbannaceuticals, Ihc, and/or 
James J. Kaples have expended money to research the viability of 
this application of dinitrophoool and have done so with the 
understanding that Texas Phannaceoticals, Inc. would own the 
commercial rights to any patent or therapy involving the use of 
dinitmpbenol in the treatment of malignant and infectious diseases. 



As set forth in my Assignment of my rights to Texas 
Pharmaceuticals, Inc-, I have conveyed all of my right, title and 
intfitest in the use of dinitrophenol as therein described fox the sole 
purpose of vesting in Texas Pharmaceuticals, Inc. such ri^ts. 

(Affidavit As To Fact, page 1, Exhibit B4), 



Complete copies of the appUcation papers have been $em to the last known 
address^ of the nonsignmg inventors and to Mfhai is understood to be their 
counsel 
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I have fiist hand knowledge of the fact tbax complete copies of the appKcaiion 
papers liave beea sent to tiic last krwwn addresses of dw nonsigning inventors and to 
what is luidersiood to be their counsel. 

SpecificaUy, on May I. 2001, I personally mailed to each inventor (Dr. 
Bachynsky and Ms. Roy), by U.S. Certified Mail, R^nim Receipt Rcqueste4 copies of 
the declaration to be signed for this patent application, with a letter reqoestmg them to 
execufe the declarations per their assignments, wherein they agreed to execute all 
declarations or oAer papers that are deemed necessary by Texas Phanuaceuticals, Inc- for 
filing and prosecuting patent apphcadons (assignments in Exhibits Al and Bl). Copies 
of these letters arc attached at Exhibit C These letters were seitt to the what were at that 
time the last known address of the inventors. I received nothing in retam (no jetuna 
receipts^ signed declarations or other correspondence or contact). 

On April 29, 2002, 1 personally sent to the last known addresses of the inventors, 
and to vAiom I believe may be their attorney, complete copies of the present patent 
appUcadon (specification, claims^ drawings and declaration), a copy of the declaration to 
be signed, and a cover letter explaining same, A copy of this letter is attached as Exhibit 
D. These materials were sent both by Certified Mail, Return Receipt Requested and by 
Dvemigbt cornier. I have received nothing in return (no return receipts, signed 
declarations or other correspondence or contact), but delivery by the overnight courier 
has been confirmed (copies of which are anacbed at Exhibit D). 

On May 6» 2002, I was contacted by telephone by £Cevin P. Crosby and John 
Lambros of Brinkley, McNemey, Morgan, Solomon & Tatum, IJLP, as counsel for the 
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invcmors. Mr. Crosby acknowledged actual receipt of the documents which I had mailed 
on April 29, 2002, 

The inventors rafiise tc sign thg declarations 

I have first hand knowledge, and information and beUef. that both inventora refiise 
to sign a declaration for the above-refereoced patent appUcation. This is based m part 
upon my first hand knowledge of sending the ahove-desaibed materials to the inventors 
and receiving no response to same. It is also based, in part, on my firet hand knowledge, 
and information and belief, that both inventors ire currently in a dispute with assignee. It 
is also based Mpan my conversadon with Kevin Crosby, patent counsel to Ae inventors. 

The inventors signed a dedarationfor the provifional ajipiieatUm 

1 have first hand knowledge that both inveniois signed a declaration for the 
provisional patent application which discloses the invention, and is claimed as a priority 
document in die abovc-referenced ^plication. A copy of these signed declarations are 
attached as Exhibit E. This application was also assigned to assignee, as shown in the 
assignments attached in Exhibit E (recorded with the US. Patent and Trademark Office 
ai Reel/Frame 010993/0076 (Bachynsky) and 010992/0945 (Roy)). 

J«nes J. mptes is the President of assignee ^dhas/ua authority to 
execute the dechration on hehaifof^e assignee 

I have first hand informsnon and behef that James J. Naples is the Presidem of 
Texas Pharmaceuticals. Inc. and has lull authority to execute the declaration on behoof 

the assignee. 

23163091,1 
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Filing the ah^ve^ferenced patent applkaiion under 37 § lA7(h) is 

necessary to preserve the rights t^f the rights of the parties and to prweni 
irreparable damage which otherwise would result wiih the appUcaSon 
becoming abandoned 

I have fijsr hand m&nnstion and belief that filing the above-re&rcnccd patent 
appUcatioQ with James Naples signing the declaratioa for assignee in liea of the inventors 
(filing the application under 37 C.FJl. § 1.47(b)) is neceasary in order to i^reserve ibe 
rights of the rights of the parties azid to prevent irreparable damage which otherwise 
would result ividi the application becomizig abandonM. 

The undersigned being hereby warmed that willful £edse statements and the like so 
made are punishable by fine or inqnisoninent, or both, under 18 U.S.C. § 1001, and that 
such willful false statements and tbt like may jeopardize the validity of the application or 
any patent issuing thereftom, I declare that all statements made herein by my own 
knowledge are true, and that all sutemeiics made herein on information and belief are 
believed to be true. 




Q. Wayne Choate 




r" 





ASSIGNMENT 



DATE; 



July 21, 1998 



ASSIGNOR : 



WOODIE ROY 

c/o 701 14th Street 
Texarkana, Texas 75501 



ASSIGNEE: 



TEXAS PHARMACEUTICALS, INC 
701 W. 14th Street 
Texarkana, Texas 75501 



a Texas corporation 



In consideration of Ten Dollars ($10.00) cash in hand paid to 

me and other good and valuable consideration, the receipt and 

sufficiency of which is hereby acknowledged, I, WOODIE ROY 

(hereinafter called "Assignor"), who have made an invention of a 

novel use and method of inducing intracellular hyperthermia and 

free radical flux through the use of dinitrophenol and other 

mitochondrial uncoupling agents in the treatment of infectious and 

malignant disease, assign, sell, transfer and convey to TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address is 1314 

Main Street, Texarkana, Bowie County, Texas 75501 (hereinafter 

called "Assignee"), its successors and assigns. Assignor's entire 

right, title and interest in and to the following rights, interest, 

and property (hereinafter collectively called the "Rights") : 

1. Assignor's invention of uses, methods and therapies of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, 
powers, interests and title in and to the methods, uses and 
processes described in Schedule 1 attached to this Assignment, 
(collectively, herein called the "Invention") . 

ASSIGNMENT - PAGE 1 




2. All applications for patent or like protection on said 
Invention that have been or may in the future be made by 
Assignor or Assignor's legal representatives, in any and all 
countries. 

3. All patents and like protection that have been or may in the 
future be granted on said Invention to Assignor or Assignor's 
legal representatives, in any and all countries of the world. 

4. All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions and the 
like of said applications and patents and similar rights or 
grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future 
authorized or unauthorized use of said Invention and for 
infringement of said patents and like protection. 

6. The right of Assignee to file in his name disclosure 
documents, applications for patents and like protection for 
said Invention in any country and countries in the world. 

7. All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like 
protection. 



TO HAVE AND TO HOLD the Rights unto the Assignee , its 
successors and assigns forever, and Assignor does hereby bind 
himself, his heirs, legal representatives and assigns, to forever 
WARRANT and DEFEND the title to the Rights unto the said Assignee, 
its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate 
with Assignee such that Assignee may enjoy to the fullest extent 
the benefit of this Assignment. Such cooperation shall include, 
but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed 
necessary or desirable by Assignee to perfect the right, title and 
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interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, 
specifications, declarations or other papers that are deemed 
necessary or desirable by Assignee for filing and prosecuting 
patent applications, for filing and prosecuting substitute, 
division, continuing, or additional applications in the United 
States and/or all foreign countries, for filing and prosecuting 
applications for reissuance or reexamination of letters patent, and 
for interference proceedings involving and covering any of the 
Rights , and 

3. Assignor's prompt' assistance and cooperation, including but 
not limited to execution of documents and testifying, in the 
prosecution of legal proceedings involving any of the Rights, 
including, but not limited to, patent prosecution, interference 
proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition 
court actions, trade secret court actions, public use proceedings, 
slander, license breach and royalty collection proceedings and 
other legal proceedings. 

Assignor warrants that Assignor has the right to make the 
assignment set forth herein and that no other person or entity has 
any rights of ownership or claim to the subject matter of this 
Assignment as of the date of this Assignment. This Assignment is 
binding upon Assignor, Assignor's heirs, administrators, executors, 
successors, trustees, devisees and assigns and inures to and for 
the benefit of Assignee, its successors and assigns. 
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EXECUTED effective as of the date first above written and at 
the time and place indicated below opposite the signature: 




Date:. 



STATE OF TEXAS 
COUNTY OF 



§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 



GI 



of 




UNPER MY HAND AND SEAL OF OFFICE, this the 
, 1998. 



day 



Notary Public Signatufe'e 



SignatuS 



PATWCUHFEVNOLDS 
- NOWVfRBJC 
SWreOFTEXAS 
^Uy ConniHion ExpiTM OMMOS 



Notary Printed Name 7 
Commission Expires 



SCHEDULE 1 TO ASSIRIMMFIMT 



INVENTION 



This invention provides a medical method for: (1) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 

infectious disease by concurrent admlnistrationofdinitrophenol [or othermitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanlde m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to ail therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) In 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use{s)/methodology of this process in an algorithm. 



PHP nxA^KiAo^r"^^'^^^^ MITOCHONDRIAL UNCOUP' ^NG METHOD 

FOR diagnosjl;^ ^r treatment of infectious ^malignant disease 




ORGANISM 
or 

MALIGNANCY 



PATIENT 



treatment EVALUATION 



BIOLOGIC CRIT£RI.\ 

* Cooflrned Diagnosis by culcure, PCR, or 
hiscopachology; specific serology. 

* Known TetDperacure and Heading Time 
required for Inacdvaclon. e.g., 
Treponena pallidum (syphilis)- 
4l.5*C ^ I hour; Bo reel la burgdor- 
feri (Lywe Dlscase)-4l.5*C ^ I hour; 
Echlnococcus mulcllocularls (Hydatid 
Inf escacloa}-41*'C 9 15 alnuces; HIV , 
chronically Infected (provlrus) cells 
(clasue culcure)-42'C 8 10 hours, wich 
recooblnanc TNF-a, 42*C ^ 3 hours. 
Kaposi's sarcoma . HIV loCecclon In che 
?a=lcnc-42*C @ 2 hours/44-c a 15 olnuces. 

* Uakjaown Temperacure and Heazlag Tlae 
required for inaccivador. o: acoplasns, 
or other Infecclous agents, deceralr.ed 
by predictive - assay of biopsy/culture; 
generally, treatment tempera :ure/ciae 
will be decreased due to endogenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



-T— 

Olnltropbeaol. dosage & schedule 
on "Biologic/Clinical Criccria"; 
:v (or r.M-SC) test- dose (Img/kg) 
by VC2 response -Iml O2/sec-20 vatts; 
co=on IV dosage, l-5mg/*<g, q l-i hr, 
?0 2X greater q 6-12 hr; B.MR i heat . 
dissipation modify dose/schedule. 

Other aicocbood rial uncoupXlog * 
ageots, increased potency/more 
localized effect, e.g., FCCP, CCC?, 
perf luorooccane sulfonamide, SF- « 
6347; long chain fatty acids, and 
brovn fat " theraogin" , etc. 



CLINICAL CRITERIA • 

* atstory of cardiac, hepatic, pulmonary 
renal, CNS, malignant hyperthermia, or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated bilirubin/eniymes ; known 
endocrinopathies of brittle diabetes, 
pheochrcmocytoma, etc.; medications known 
to stimulate the physiologic response of 
hypermetAbolic state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic function tescs; 
chest X-ray; C3C with platelet count; Chea 
profile with Ca-*-^, Mg-^. PO^-; exerciser- 
multigated cardiac radionucleot ide scan 
with resting ejection fraction of at least 
45Z, and no deterioration upon exercise. 

* Enhancing or sensitizing agents to increase 
therapeutic gain, i.e., use of ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



METHOD PROTOCOL 



I \ 

BASELINE & MONITORED 

Oxygen consunptloo/locrease, precedes core 
temperature increase by 4 minutes; prolonged 
or high risk patient-addlcional monitoring of 
tissue oxygenation by gastric ?H, NM.^l, ?£T or 
Infrared spectroscopy, ear oximetry, blood gas. 

Core cempcracurc, esophageal, rectal, bladder 
catheter thermistors. 



ute via 



1 

MANAGEMENT 

Oxygen (ICOt) •? 4-6 liters/mim 
nasal car.r.ula/f ace mask. 

Heat control with evaporation prevent 
water absorbing blankets/plastic line 
cooling control-lf needed with tepid ' 
spray and/or fan evaporative loss; us 
P.O. propylthiouracil (PTU);. Decadron- 

Incravcnous fluids, i.e.. .851 Saline 
D-Wi-lNS, supplemented with appropria- 
milllequivalents of IC*", PO^*, Mg"*^; fl 
rate to compensate for evaporative an- 



Hodulatlag-coaccolliog agents, 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
.5-lOmg/hr-IV; dopamine(l-lO mlcro- 
graas/kg/mln) ; Insulln-dose based 
on blood glucose; dobutamlne(I-l3 

mtcrograms/kg/min) ; aarlnone(5-7.5 serum creatinine, 
micrograms/kg/aln); isoproterenol 
(.5-2 alcrograms/ain) . 



Cardiac funccioo, contlnous display of rhythm, i 
rate, blood pressure and respiratory rate; 
Swan-Canr catheter for high risk patient. 

Renal output/fuoccion . maintain at least L-l,5aI 

per kg /hour; observe for possible ayoglobinuria w*i^ary losses, maintain 3?. 
and monitor fluid input/output. 

□epatic function tests, at target temperature; 
iosoenzyme fractionation If tumor lysis is a 
consideration. 



CNS agicatioo. 
phylaxis. 



anxiety, possible seizure pro- 
Blood chcoiscry/elcccrolytcs-glucose. PO4*, 



Arrbythiaia control, if needed-use of r 
negative inotropic, or drugs that canr 
cause cardiac decompensation in hyper 
bollc state e.g., lidocaine; avoldanc- 
beta blockers and Ca**^ channel blocket 

Anxiety, possible seizure control with 
I.V. Valium, thiopental; avoidance of 
drugs with atropine like effects or »a 
anti-psychotic drugs. 



I 




DL&CKOSIS - Eahanccocnc 
of UKR, per, & Hear- 
Infrared Spcccroscopjr- 



MEDICAL USES 




TajEXAPt OF IKTECTIOUS 

4 HALXCXAKT DISEASE 
(dosag«/frcqu«ncy of 
uncowpllag agent will 
be deccmlocd by che 
specific ageac cccactd 
& use of aodulaclng, 
cahaaclag. or other 
co«blacd therapy drugs. 



-Sensitivity increased by enhanced aetabolic diffcrc. 
between diseased/noraal tissues, i.e.. 0,, glucose, f 
acJd. AX?, phosphocrcaciae & specific suoserace cons 
ion; lactic acid, free radical production; early dla 
& predtctabllltx of disease treacaenc paraaecers/su 



>-PAXASXTIC (See Illustrative Exaaple) 

41.5-C/l hr <or , ^j,cT^ 0,,c.ii. burgdorferi) 



42*C/2 CO 8 hrs (or less) 



"VIBAL (HIV) 

Based on predictive biopsy and use of radlaclon 



chevocheraov or bloloxlc rcspoosc modifiers 



BEST AVAILABLE COPY 



ILL USTRATIVi: METHOD/uSE EXA MPLE ^ 



A 52 year old whice^Plss male, huncing dog trainer, pre%fRced wich righc upper 
quadranc abdominal pain, Hiscory revealed pasc(24 month old) hepatic "cyst" surgery 
and treatment with albendazole (only I dose was given because of anaphylactic react- 
ion). He denied hiscory of weight loss, pulmonary, cardiac or neurologic disease. 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5'11" 
blood pressure 140/80, pulse-76 and regular, respirations l8/minute, and oral 
temperature of 37.3''C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20% eosinophilia. Ultrasound and nuclear magnetic . resonance of the liver re- 
vealed 4 (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis , 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at 41*'C/15 minutes, whereas 
liver-hepatocytes withstand temperatures of 42**C to 44*C for known periods of 20 
hours and 15 minutes respectively, the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar KJO 
7 milliequivalents of K+, and 2cc of 50Z saturated solution of Mg SO /liter, were 
infused at a rate of 12cc/kg/hr. Urine output was maintained at Icc/kg/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within 0.1**C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, wich 1 rag given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO^) was determined using a 3 minute 
bag collection. Five minutes after intravenous adminxstracion of 90 mg of dinitrophenol 
(2% DN*P/5Z NaHC03 at 1 mg/kg) , and determination that there was no untoward or idio-. 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of ISOmg, 2mg/kg 
body weight) was. infused. Monitored physiologic parameters are shown in the Table below. 
An additional VO2 rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on IQQ7. Q via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0.25 mg/hour. After che pacienc was maintained at a core temperature of 41.3'C for 
20 minutes, the treatoienc was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 

Hodltorcd CLl&Ic«l 0«c« Oo HIce<hoodrUl OeceupllAS afc/}Ucbo4 Xa llltucraclvc Cxoapls 
<Tt««CMac ef HydacU dtscjit-Cchlnoceccus »uleiloculjr:s) 



(alnuecs) 


ItcdlCAClOA 

& dott) 




Consuapcloo 
<3l/ala} 


C«rdUc Lacs 
(b<«cs/ala) 


Urtac Oucpuc 
(eacil al) 


Cora Tcap, 

CC) 


Ocbcr 


-60 


t.v. rivUt - .95: 

» 1 O.S l/liour 


\% 


2)0 


7S 




37.1 


Fluids 9 ia-l2ee 


-30 


1 3s tj hour 


20 




75 




3r.i 


Hepatic Kr*^« Cyel* 
scl*utaclon. 


0 
2 

} 


2»&-41a:s;e7htael-90ss 20 
IV la i.Sal a! SZ.HaHCS] 

2.3t» 9.x?(t)S HjO) la 3: * 
KAHCOj-tlvlns 21 solytisa) 

2.4rdlatcco7h€aoL-90cs 26 
tV la 4. Sol oC SZ:tAKC33 


330 


S8 

. 92 

9$ 


3S 


37.6 
37.6 
37.5 


Covtrtd with polj- 
tchyicno blaakcc. 

tacrcjsad 0, coa- 
suapcloa pr«ccd<i 
c««p. olovaetoa. 


10 
20 


Fluid* lacccAatd Co 
1.2 L/hour; scare Oj 


30 
30 


6SQ 


110 
120 


13 
19 


39.6 
60.3 


Afccr V02d«c«rat3«d 
ICO: Oj e 4 L/sla 
via aasaL canaula. 


40 


d«ercj|td CO O.Sax/)i7 


30 




13d 


23 


61.6 


Lov«r ■Kcr«Bic/ 1« 
parctallr ««po»cd. 


60 


Clycasen dl»cenclaii«4 


30 




UO 


3C 


61.2 


SljnkcC r«»oVtd 


UO 


tV flyli dltcondauti 


2& 




100 


98 


38.6 


All chcralscars 
rtoovod 



U VjrL«CLon$ of Ch« 4bavt ust/aechod. I.e.. prococol ev^luaclon. ■onleorlng, ■cUtcactons/dosaces • 
Ct«a 4 ceap«r4Cur€ o( atcochondr L4 I uncoupling, will be n«c«sslC4Ccd by clinical «nd c«rgeccd 
biologic syicaa craaeacne (iccors. Such varlaclons for crcacatnc of ocher paraslclc (a.a. Halarla)* 
baccerlal tyo«. Hansons disease), viral (cfi.. HtV) and neoplastic disease will occur co 

Chose skilled In ch« arc of acdlclne, and will be acre fully described In che paccnc appllcaclon. 
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ASSIGNMENT 



DATE : 



March 4, 1998 



ASSIGNOR ; 



NICHOLAS BACHYNSKY 
701 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE; 



TEXAS PHARMACEUTICALS, INC., a Texas corporation 
701 W. 14th Street 
Texarkana, Texas 75501 



In consideration of Ten Dollars ($10.00) cash in hand paid to me and other good 



and valuable consideration, the receipt and sufficiency of which is hereby 
acknowledged, I, NICHOLAS BACHYNSKY (hereinafter called "Assignor"), who have 
made an invention of a novel use and method of inducing intracellular hyperthermia 
and free radical flux through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant disease, assign, sell, 
transfer and convey to TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address is 1314 Main Street, Texarkana, Bowie County, Texas 75501 
(hereinafter called " Assignee "), its successors and assigns. Assignor's entire right, 
title and interest in and to the following rights, interest, and property (hereinafter 
collectively called the " Rights "): 

1 . Assignor's invention of uses, methods and therapies of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, powers, interests and 
title in and to the methods, uses and processes described in Schgdulg 1 
attached to this Assignment, (collectively, herein called the "Invention"). 

2. All applications for patent or like protection on said Invention that have been 



or may in the future be made by Assignor or Assignor's legal representatives, 
in any and ail countries. 

3. All patents and like protection that have been or may in the future be granted 
on said Invention to Assignor or Assignor's legal representatives, In any and all 
countries of the world. 

4. All substitutions for and divisions, continuations, continuations-in-part, 
renewals, reissues, extensions and the like of said applications and patents and 
similar rights or grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future authorized or 
unauthorized use of said Invention and for infringement of said patents and like 
protection. 

6. The right of Assignee to file in his name disclosure documents, applications for 
patents and like protection for said Invention in any country and countries in 
the world. 

7. All international rights of priority associated with said Invention, disclosure 
filings, applications, patents and like protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, its successors and 
assigns forever, and Assignor does hereby bind himself, his heirs, legal representatives 
and assigns, to forever WARRANT and DEFEND the title to the Rights unto the said 
Assignee, its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate with Assignee such 
that Assignee may enjoy to the fullest extent the benefit of this Assignment. Such 
cooperation shall include, but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed necessary or 
desirable by Assignee to perfect the right, title and interest herein conveyed, and 

2. Assignor's prompt execution of ^11 petitions, oaths, specifications, declarations 
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or other papers that are deemed necessary or desirable by Assignee for filing and 
prosecuting patent applications, for filing and prosecuting substitute, division, 
continuing, or additional applications in the United States and/or all foreign countries, 
for filing and prosecuting applications for reissuance or reexamination of letters 
patent, and for interference proceedings involving and covering any of the Rights, and 
3. Assignor's prompt assistance and cooperation, including but not limited to 
execution of documents and testifying, in the prosecution of legal proceedings 
involving any of the Rights, including, but not limited to. patent prosecution, 
interference proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition court actions, trade 
secret court actions, public use proceedings, slander, license breach and royalty 
collection proceedings and other legal proceedings. 

Assignor warrants that Assignor has the right to make the assignment set forth 
herein and that no other person or entity has any rights of ownership or claim to the 
subject matter of this Assignment. This Assignment is binding upon Assignor, 
Assignor's heirs, administrators, executors, successors, trustees, devisees and assigns 
and inures to and for the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at the time and place 
indicated below opposite the signature: 
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STATE OF TEXAS § 
COUNTY OF £e%Af e § 

BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to nne to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the .^]l^day of March, 
1998. 

Notary Public Signature 
Notary f'rinted Name 

Commission FypirRs: 3"—^'' <^^£>0 
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t^Sw COMWSaON EXPIRES 
May 4, 2000 
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SCHEDULE 1 TO ASSIGNMENT 



INVENTION 



This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



SCHEMA-TTZED MITOCHONDRIAL UNCOUPLIN^METHOD 
FOR DIAGNOSIS .REATMENT OF INFECTIOUS AND^^fc^IGNANT DISEASE 



ORGANISM 
or 

MALIGNAKCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIA 

* Coofirtned Diagnosis by culcure, PGR, or 
hlscopathology; specific serology. 

* Known Temperacure and Heating Time 
required for Inactlvaclon, e.g., 
Treponema pallidum (syphills)- 
Al.S'C @ 1 hour; Borrelta burgdor- 
feri (Lyme Disease)-^ 1 .5"C Q 1 hour; 
Echlnococcus multllocularls (Hydacld . 
lnfesCaclon.)-41*C 0 15 minutes; HIV, 
chronically Infected (provlrus) cells 
(tissue culture)-42*'C 0 10 hours, with 
recombinant TNF-a, 42*C 0 3 hours. 
Kaposi's sarcoma , HIV infection In the 
patlent-42*'C Q 2 hours/44'C @ 15 minutes. 

* UaVcnown Temperature and Heating Time 
required for Inactlvation of neoplasms, 

* or other Infectious agents, determined 
by predictive -r assay of biopsy/culture; 
generally, treatment tempcrature/tlme 
will be decreased due to endogenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



I TREATMENT | 



CLINICAL CRITERIA • 

* History of cardiac, hepatic, pulmonary 
renal, CMS, malignant hyperthermia, or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated blllrubln/enzymes; known 
endocrinopathles of brittle diabetes, 
pheochromocy toma , etc.; medications known 
to stimulate the physiologic response of 
hypermetabollc state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic function tests; 
chest X-ray; CBC with platelet count; Chem 
profile with Ca'*^, Mg"*^, PO/,'"; exercise- 
multlgated cardiac radionucleotlde scan 
with resting ejection fraction of at least 
45Z, and no deterioration upon exercise. 

* Enhancing or sensitizing agents to Increase 
therapeutic gain, i.e., use of lonlring 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



METHOD PROTOCOL 
1 



I 

BASELINE & MONITORED 



Dinltrophenol, dosage & schedule * ^6^° consumption/increase, precedes core 

on "Biologic/Clinical Criteria"; temperature increase by 4 minutes; prolonged 
IV (or IM-SC) test dose (Img/kg) ^Igh risk patient-additional monitoring of 

by VO, response-lml O2/sec-20watts; ^^^^^ue oxygenation by gastric pH, KMR PET or 

common IV dosage, l-5mgAcg, q 1-A hr , infrared spectroscopy, ear oximetry, blood gas. 

PO 2X greater q 6-12 hr; BMR & heat * Core temperature, esophageal, rectal, bladder 

dissipation modify dose/schedule . catheter thermistors . 



MANAGEMENT 

Oxygen (lOOZ) Q 4-6 liters/minute via 
nasal cannula/face mask. 

Heat control with evaporation preventin 
water absorbing blankets/plastic liners 
cooling control-lf needed with tepid H^^ 
spray and/or fan evaporative loss; use 
P.O. propylthiouracil (PTU);. Decadron-I. 



Other mitochondrial uncoupling 
agents. Increased potency/more 
localized effect, e.g., FCCP. CCCP, 
perf luorooctane sulfonamide, SF- « 
6847; long chain fatty acids, and 
brown fat "thermogln", etc. 



Cardiac function, continous display of rhythm, 
rate, blood pressure and respiratory rate; 
Swan-Canz catheter for high risk patient. 
Renal ouCpuc/f uoccion . maincain ac lease L-K5ol " compensate for evaporaclvc and 

per kg /hour; observe for possible oyoglobiAurla "rlnary losses, maintain BP 



Intravenous fluids, i.e., .85X Saline, 
D.W^-iNS, supplemented with appropriate 
milllequivalcncs of IC*", PO Mg++; flul 



and monitor fluid input/output. 



-Modulat log-coo trolling agents, ■ 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
.5-lOmg/hr-IV; dopamlne(l-10 mlcro- 
grams/kg/mln) ; Insulln-dose based 
on blood glucose; dobut amine (1-15 
mlcrograms/kg/min) ; amrinone (5-7-5 serum creatinine 
mlcrograms/kg/mln); Isoproterenol 
(.5-2 micrograms/mln) . 



□epatlc fuoctioQ tests, at target temperature; 
losoenzyme fractionation if tumor lysis Is a 
consideration . 



anxiety, possible seizure pro- 



CNS agitation, 
phylaxls. 

Blood chcmlstry/elcctroly tes-glucose , 



PO4 



* Arrhythmia control » if needed-use of no* 
negative inotropic, or drugs that canno> 
cause cardiac decompensation In hyperme- 
bollc state e.g., lldocaine; avoidance < 
beta blockers and Ca*^ channel blockers 

* Anxiety, possible seizure control with 
I.V. vallum, thiopental; avoidance of 
drugs with atropine like effects or maj> 
anti-psychotic drugs. 



I 



MEDICAL USES 




DIAGNOSIS - EnhAnceoenc 
of KMR, PET, & Near- 
infrared Spectroscopy. 



THERAFT OF INFECT tOOS 

4 KALIQUNT DISEASE 
(dosage/frequency of 
uncoupling agent will 
be detcmlaed by the 
specific ageat created 
& use of modulating, 
enhancing, or other 
ronblned eh^rartv .^.•.•'.^ 



—^Sensitivity increased by enhanced metabolic differenc 
between diseased/normal tissues, i.e., O., glucose, fa- 
acid, ATP, phosphocreacine & specific su&scrate consu* 
ion; lactic acid, free radical production; early dlag' 
& predictability of disease treacaent paraseters/suc- 



->.PARASITIC (See lllustractve Exaaple) 



&l.S*C/l h r (or l^^g) j^BjvrrOJLftr (nnrrrl f ■ burgdorferi) 
A2*C/2 CO 8 hrs (or less) ^VIRAL (HIV) 



Based on predicclve biopsy and use of radl acion, ^YWOVlJ\SnC 



BEST V\VAlt/^LE COPY 



ILLUSTRATIVE METHOD/ USE EXAMPLE-^ 



1/ 



A '52 year old white Swiss male, huncing dog trainer, presented with right upper 
quadrant abdominal pain- History revealed past(2A month old) hepatic "cyst" surgery 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion). He denied history of weight loss, pulmonary, cardiac or neurologic disease. 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5' 11", 
blood pressure lAO/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37.3**C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20% eosinophilia. Ultrasound and nuclear magnetic . resonance of the liver re- 
vealed A (2-3 cm, in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis , 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at 41*'C/15 minutes, whereas 
liver-hepatocytes withstand temperatures of 42**C to 44**C for known periods of 20 
hours and 15 minutes respectively, the patient was given I aspirin; 10 mg, diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar K^PO^ , 
7 milliequivalents of IT*", and 2cc of 50% saturated solution of Mg2S0, /liter , were 
infused at a rate of 12cc/kg/hr, Urine output was maintained at Icc/kg/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within 0.1**C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO^) was determined using a 3 minute 
bag collection. Five minutes after intravenous administration of 90 mg of dinitrophenol 
(2% DNP/5% NaHC03 at 1 mg/kg) , and determination that there was no untoward or idio- . 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was infused. Monitored physiologic parameters are shown in the Table below. 
An additional V0„ rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on 100% 0^ via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0.25 mg/hour. After the patient was maintained at a core temperature of 41.3°C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 

ttoalcorcd Clinical D«C« Oxx KltochoodrUl DacoupllAg Usc/Kechod In Illuscraclve Cxaaple 
(Tr<«ta«nc ot Hydacld dlicast-Cchlnococcus eulcllocularls) 



TL»c 
(oLnuc«s) 



Kcdleaclon 
(ty?t A dojt) 



Reap. IUce-0, Concuapcloo 
(brt«chs/aU) ^ (ol/aln) 



-*0 



20 
AO 

60 
120 



1. V. riuid« - .WZ 18 
KS d O.B L/hour 

Clucafton-lV Drip 20 
9 2oK/hour 

2, A-dlnlcroph«nol-90st 20 
tV la 4.3.1 ot 5W*KC03 
IprtpACcd hf dlsioWlas .4 
2. Sea OSPCISZ UyO) la H 
lUHCOj-glvUs 2Z solution) 

2.4-dlaltroph«ael-90cs 26 
IV la 4.)aX of SX^taBCOj 

Fluid* Increased to 30 
I. 2 L/houc; stare Oj 

30 

CUcafion -IV Drip 30 
decreased to O.S«g/hr 

Glucagon dlscontlftutd 30 

IV fluid dlsconclQucd 24 



290 



2iO 



6S0 



Cardiac Rate 
(btats/ala) 


Urine Output 
(total Bl) 


C«re Tcap. 
CC) 


Other 
(rc3urlca) 


78 




37.1 


Fluids fl 10-12CC 
p«r >g/hour. 


78 


47 


37.1 


Hepatic Krebi Cycle 
sclvulatlon* 


88 


38 


37.4 


Covered with poly- 
eth/lcne blanket. 


. 92 
93 




37.8 
37.8 


Increased Oj eon- 
suapcloa precedes 
teap. elevation. 


110 
120 


13 
18 


39.4 
40.3 


Alter V02deter9lacd 
lOO: O2 6 4 L/mln 
via nasal cannula. 


138 


28 


4t.4 


Lower •Kcrtnley l* 
partially e«po»ed. 


140 


30 


41.2 


Blanket reaovcd 


100 


98 


38.4 


All thermistors 
reooved 



Ch^rikUlcd^iA Ch« ire of -edlctnc, and will be -ore folly described In chc paccnc application. 
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CONTACT THE EMPLOYEE WHOSE NAME APPEARS ON THIS NOTICE AT 703-308-9723. 
PLEASE SEND REQUEST FOR CORRECTION TO: U.S. PATENT AND TRADEMARK OFFICE, 
ASSIGNMENT DIVISION, BOX ASSIGNMENTS, CG-4, 1213 JEFFERSON DAVIS HWY, 
SUITE 320, WASHINGTON, D.C. 2 0231. 
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DEBT 



To the Honorable Comniia»*0**'jr 7.^^^ Yademarks: 
Please record the attached original documents or copy thereof. 



1 . Name of conveying party (ies) : 
Nicholas Bachynsky 



Additional name(s) of conveying party(ies) attached? 
□ Yes la No 



3. Nature of Conveyance: 

B Assignment 1^ Merger 

□ Security Agreement □ Change of Name 

□ Other 



Execution Date: March 4. 1998 



2. Name and address of receiving party(ies)^. 
Name: Texas Pharmaceuticals. Inc. 



Internal Address:, 
Street Address:_ 



701 W. 4'*' Street 



City:. 



Texarkana 



State:_I2L 



. Zip: 75501 



Additional name(s) & address(es) attached? 
□ Yes 13 No 



4. Application number(s) or patent number(s): 60/094,286 

If this document is being filed together with a new application, the 

execution date of the application is: — . , 

A. Patent Application No.(s): I B. Patent No.(s) 

Additional numbers attached? □ Yes ^ No 



5. Name and address of party to whom correspondence 
concerning document should be mailed: 

Name: David L. Fox 


6. Total number of applications and patents involved: 
1 


jp+^t^oi AHr1r**QQ- Fiilhripht & Jaworski LLP 


7 T^tpi 0^ r^p ^ 41)- % 40.00 


Qtr^^t AHHrf^Qs- nOlMcKinnev 


H Enclosed 
□ Authorized to be charged to deposit account 
8. Deposit account number: 


Suite 5100 


Ciiy- Houston 


Statft- TX Zip- 7701 0-:^095 




(Attach duplicate copy of this page if paying by deposit account) 



DO NOT USB TfflS SPACE 



^* ^T^^SLTofm^^ and belief, the foregoing information is true and correct and any attached copy is a 



true copy of the original document. 



Name of Person Signing 
6/16/EOOO KTHftll 00000273 ^0094286 




David L. Fox 




17 Julv 2000 



Signature 



Date 



iffimber of pages including cover sheet, attachments, and document. 
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imen^ to be rei 
nmQssioner of 



Mail docume: 

Coi 



recorded with required cover sheet information to: 
Patents & Trademarks, Box Assignments 
Washington, D.C. 20231 



I hereby certify that this correspondence is being deposited with the 
United States Postal Service as first class mail in an envelope 
addressed to BOX: ASSIGNMENT; Assistant Commissioner for 

Patents. Washington, D.C. 20231 on 17 July 2000 . 

Colby S. Delgado 

(J Signature A ' Date' 



IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Applicant: 

Nicholas Bachynsky 
Woodie Roy 

Serial No.: 60/094,286 

Filed: July 27, 1998 



Atty. Docket: P01615US0 / 09805783 
Group Art Unit: Unknown 
Examiner: Unknown 



§ 
§ 
§ 
§ 
§ 
§ 
§ 
§ 

For: CHEMICALLY INDUCED INTRA- § 
CELLULAR HYPERTHERMIA § 

Box: Assignment 

Assistant Commissioner for Patents 

Washington, D.C. 20231 

TRANSMITTAL LETTER 

Dear Sir: 

Enclosed for filing in the above-identified provisional application are the following: 

Assignment executed by Nicholas Bachynsky on March 4, 1998 and 
Recordation Form Coversheet; 

Assignment executed by Woodie Roy on July 2 1 , 1 998 and Recordation Form 
Coversheet; 

Check in the amount of $80.00; and 
• Return postcard. 

Please charge any additional fees and/or credits to the deposit account of Fulbright & 
Jaworski L.L.P. under account number 06-2375/09805783, from which the undersigned is 
authorized to draw. A duplicate of this letter is enclosed for accounting purposes. 

Respectfully submitted. 



Date: 



©avid L. Fox, Ph.D. 
Reg. No. 40,612 




Fulbright & Jaworski L.L.P. 
1301 McKinney, Suite 5100 
Houston, Texas 77010-3095 
Phone: 713-651-8231 
Facsimile: 713-651-5246 
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ASSIGNMENT 



DATE ; 



July 21, 1998 



ASSIGNOR ; 



WOODIE ROY 

c/o 7 01 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE ; 



TEXAS PHARMACEUTICALS, INC 
701 14th Street 
Texarkana , Texas 75501 



a Texas corporation 



In consideration of Ten Dollars ($10.00) cash in hand paid to 

me and other good and valuable consideration, the receipt and 

sufficiency of which is hereby acknowledged, I, WOODIE ROY 

(hereinafter called " Assignor ") , who have made an invention of a 

novel use and method of inducing intracellular hyperthermia and 

free radical flux through the use of dinitrophenol and other 

mitochondrial uncoupling agents in the treatment of infectious and 

malignant disease, assign, sell, transfer and convey to TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address is 1314 

Main Street, Texarkana, Bowie County, Texas 75501 (hereinafter 

called "Assignee"), its successors and assigns. Assignor's entire 

right, title and interest in and to the following rights, interest, 

and property (hereinafter collectively called the "Rights") ; 

1. Assignor's invention of uses, methods and therapies of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, 
powers, interests and title in and to the methods, uses and 
processes described in Schedule 1 attached to this Assignment, 
(collectively, herein called the "Invention"). 
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2. All applications for patent or like protection on said 
Invention that have been or may in the future be made by 
Assignor or Assignor's legal representatives, in any and all 
countries . 

3. All patents and like protection that have been or may in the 
future be granted on said Invention to Assignor or Assignor's 
legal representatives, in any and all countries of the world. 

4. All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions and the 
like of said applications and patents and similar rights or 
grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future 
authorized or unauthorized use of said Invention and for 
infringement of said patents and like protection. 

6. The right of Assignee to file in his name disclosure 
documents, applications for patents and like protection for 
said Invention in any country and countries in the world. 

7. All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like 
protection. 



TO HAVE AND TO HOLD the Rights unto the Assignee, its 
successors and assigns forever, and Assignor does hereby bind 
himself, his heirs, legal representatives and assigns, to forever 
WARRANT and DEFEND the title to the Rights unto the said Assignee, 
its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate 
with Assignee such that Assignee may enjoy to the fullest extent 
the benefit of this Assignment. Such cooperation shall include, 
but not limited to, all of the following: 

!• Assignor's prompt execution of all papers that are deemed 
necessary or desirable by Assignee to perfect the right, title and 
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interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, 
specifications, declarations or other papers that are deemed 
necessary or desirable by Assignee for filing and prosecuting 
patent applications, for filing and prosecuting substitute, 
division, continuing, or additional applications in the United 
States and/or all foreign countries, for filing and prosecuting 
applications for reissuance or reexamination of letters patent, and 
for interference proceedings involving and covering any of the 
Rights , and 

3. Assignor's prompt" assistance and cooperation, including but 
not limited to execution of documents and testifying, in the 
prosecution of legal proceedings involving any of the Rights, 
including, but not limited to, patent prosecution, interference 
proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition 
court actions, trade secret court actions, public use proceedings, 
slander, license breach and royalty collection proceedings and 
other legal proceedings. 

Assignor warrants that Assignor has the right to make the 
assignment set forth herein and that no other person or entity has 
any rights of ownership or claim to the subject matter of this 
Assignment as of the date of this Assignment. This Assignment is 
binding upon Assignor, Assignor's heirs, administrators, executors, 
successors, trustees, devisees and assigns and inures to and for 
the benefit of Assignee, its successors and assigns. 
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EXECUTED effective as of the date first above written and at 
the time and place indicated below opposite the signature: 




Date:. 



STATE OF TEXAS 
COUNTY OF 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 

UNDER MY HAND AND SEAL OF OFFICE, this the ^^^f^ day 
of V )nAJ^A^ , 1998. 



GIVEN UNDER 



Notary Public Signatufe'e 



gnatuS 



RWWCUM.REW01DS 
• NOMWPWJC 
SWreOFTEXAS 



Notary Printed Name 7 
Commission Expires 



SCHEDULE 1 TO ASSIGIMMEIMT 



INVENTION 



This invention provides a medical metliod for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 

infectious disease byconcurrent administration of dinitrophenoUorothermitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use{s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) In 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
irig dinitrophenol to patients in doses sufficient to denature and Inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



POP nTArMAc^T^^^*^^^™ MITOCHONDRIAL UNCOUP' -NG METHOD 
FOR DIAGNOSJt^ *R TREATMENT OF INFECTIOUS ^^kMALICNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERLV 

• CooClrmed Diagnosis by culture , ?CR, or 
hiscopachoXogy; specific serology. 

» Known Teoperacure and Heacing Time 
required for Inacclvadon, e.g., 
Treponema pallidum (syphilis)- 
4l.5*C '3 I hour; Borrella burgdor- 
feri (Lywe 01sease)-4l.5*C ^ I hour; 
Echlnococcus aulcllocularis (Hydacld 
lnfestacloa)-41*C 9 15 mtnuces; HIV , 
chronically Infecced (provtrus) cells 
(clssue cuIcure)-42*C 6 10 hours, wich 
recoab inane TNF-a, 4 g 3 hours. 
Kaposi's sarcoma . HIV tofecclon In the 
paclenc-42*C @ 2 hours/44*C ? 15 mtnuces. 
* Uoknovn Tcmperacure and aeaclng TLae 
required for inaccivaclor. of oeoplasos, 
or other infectious agents, ietenair.ed 
by predictive - assay of biopsy/culture; 
generally, treatment temperature/ time 
will be decreased due to er.dsgenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



CLINICAL CRITERIA • 
* Blscory of cardiac, hepatic, pulmonary 
renal, CNS, malignant hypercherata , or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated bilirubin/enzymes; known 
endocrinopathies of brittle diabetes, 
pheochrcmocycoma. etc.; medications known 
to stimulate the physiologic response of 
hyperaetabolic state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic funccioa cescs; 
chesc X-ray; C3C with platelet count; Chem 
profile with Ca'^, Mg*^. PO^"; cjccrciser- 
mulcisated cardiac radlonucleotide scan 
with resting ejection fraction of at lease 

and no deterioration upon exercise. 

* Eohancijog or seastcLzlng agencs co increase 
therapeutic gain, i.e., use of Ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



METHOD PROTOCOL 



\ treatmS^t") 



T 



T 



' Diaitropbeaol, dosage & schedule * 
on ••aiologlc/Cltnlcal Criteria-; 
IV (or t.M-SC) test- dose (lmg/«g) 
by VCj response-lml O2/sec-20vat:s; 
common XV dosage, l-5mg/Vg, q l-^ hr, 
?0 2X greater q 5-12 hr; BfCl i heat * 
dissipation modify dose/schedule. 

' Other ralcocbondrlal uncoupling * 
ageots, increased potency/more 
localised effect, e.g., FCCP, CCC?. 
perf luorooctane sulfonamide, SF- « 
6347; long chain fatty acids, and 
brown fat "theraogln", etc. 

Modulaciog-coQCrolliog ageocs, * 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, ^ 
• 5-lOmg/hr-IV; dopamlnc(l-lO micro- 
grams/kg/min) ; Insulin-dose based 
on blood glucose; dobutamlne(I-l5 * 
mlcrograms/kg/min) ; amrinone(5-7.S 
microgracas/kg/min); isoproterenol 
(.5-2 mlcrograms/min) . 



BASELINE & MONITORED 

Oxygen consumpcioo/lacrease, precedes core » 
temperature increase by 4 minutes; prolonged 
or high risk paclent-addit lonal monitorinj of 
tissue oxygenation by gastric pH, NM.R, ?ZT or * 
infrared spectroscopy, ear oximetry, blood gas. 

Core ccmperacurc, esophageal, rectal, bladder 
catheter thermistors- 
Cardiac fuoccloo. concinous display of rhythm, * 
rate, blood pressure and respiratory rate; 
Swan-Cam catheter for high risk patient, 

Reoal outpuc/fuDccion, maintain at least l-l,5al 
per kg /hour; observe for possible myoglobinuria 
and monitor fluid input/output. * 

□epacic funccioa ccscs, at target temperature; 
iosoenzyme fractionation if tumor lysis is a 
consideration. 



CSS agxcatloa, anxiecy, 
phylaxis. 



Blood chcmlscry/elcccrolytcs-glucose 
serum creatinine. 



possible seizure pro- 



MANAGEMENT 

Oxygen (ICOI) 3 i-6 liters/minute via 
nasal car.r.ula/f ace mask. 

Heat control with evaporation prevent 
vacer absorbing blankets/plastic line 
cooling control-if needed with tepid i 
spray and/or fan evaporative loss; us 
?.0. propyltblouracll (?TU)> Dccadron- 

Intravcnous fluids, i.e., .85Z Saline 
D.Wi-lss, supplemented with approprla? 
mLlliequivalencs of IC^, PO^", Mg"*^; fl 
rate to compensate for evaporative an- 
urinary losses, maintain 3?. 

Arrhythmia control^ if needed-use of r 
negative inotropic, or drugs chac cann 
cause cardiac decompensation in hypers 
bolic state e.g., lidocaine; avoidance 
beta blockers and Ca*^ channel blocker 

Anxiety, possible seizure control with 
I.V. vallum, thiopental; avoidance of 
drugs with atropine like effects or ma 
anti-psychotic drugs. 
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DIACMOSXS - Enhanccotnc 
of NKR, PET. & Hcar- 
Infrarcd Spectroscopy. 



MEDICAL USES 




THERAPir OF XXFECTIOUS 

4 MALICMAXT DISEASE 
(dosas«/fr«qu«ncy of 
uncoupling agent will 
be deceraloed by the 
specific agent created 
4 use of Modulating, 
enhaoclag, or other 
co«bla«d therapy drugs. 



-Sensitivity increased by enhanced metabolic dlffere. 
between diseased/normal tissues, i.e., 0,, glucase, f 
acid, AT?, phosphocrtaciae S specific suoscrace cons* 
ion; laccic acid, free radical prodocdon; early dta 
& predtccabillty of disease treacaent paraoeters/su 



■^PARASITIC (Sec Illustrative Example) 



4l.5*C/l hr (or less) . 



T^EACTEMALOofcella burgdorferi) 
42*0/2 CO 8 hrs (or less) 



-•^-VlJtAL (HIV) 
Based on predtcciv blopsv and use of radtaclon 



chcsochcraoy or biologic response modifiers 



BEST AVAILABLE COPY 



ILLUSTRATIVE METHOD/ USE EXAMPLP-^ 



A 52 year old whice^PFss male, huncing dog trainer, preUffced wich righc upper 
quadranc abdominal pain* History revealed pasc(24 month old) hepatic "cyst" surgery 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion). He denied history of weight loss, pulmonary, cardiac or neurologic disease 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5' LI" 
blood pressure 140/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37.3"C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20Z eosinophilia. Ultrasound and nuclear magnetic . resonance of the liver re- 
vealed 4 (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis . 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at 41*C/15 minutes, whereas 
liver-hepatocytes withstand temperatures of 42*C to 44"C for known periods of 20 
hours and 15 minutes respectively, the patient was given L aspirin; 10 mg. diazepam' 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar K JO , 
7 milliequivalents of K+, and 2cc of 50Z saturated solution of Mg SO /liter, were ^ 
infused at a rate of I2cc/kg/hr. Urine output was maintained at Icc/kg/hour or grcater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within O.l^'C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO^) was determined using a 3 minute 
bag collection. Five minutes after intravenous adminxs tration of 90 mg of dinitrophenol 
(2% DNP/5ZNaHC03 at 1 mg/kg) , and determination that there was no untoward or idio-. 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was. infused. Monitored physiologic parameters are shown in the Table be! 
An additional VO^ rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on iOQZ 0^ via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0.25 rag/hour. After the patient was maintained at a core temperature of 41, 3^*0 for 
20 minutes, the treacMnt was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 
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AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 



THIS AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS (this 
"Agreement") is made and entered into as of March 2, 1998, by and among, 
NICHOLAS BACHYNSKY, whose address for the purposes of this Agreement is c/o 
701 W. 14th Street, Texarkana, Bowie County, Texas 75501 (herein, " Seller "), and 
TEXAS PHARMACEUTICALS, INC., a Texas corporation, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie County, Texas 
75501 (herein " Purchaser "). 

FACTS 

Seller, with the financial support of James J. Naples, has been conducting 
medical research and developing ajToveKise^and rriethod^onnd^ 
hyperthermia and free radical flux through ttTenjse~~oT^dif^ ^ 
mjpjc'honar^ ^ 
Seller hasdevelopea'"a^^ 

mitochondrial uncoupling agents for such purposes. A description of this therapy is 
attached as Schedule 1 to Exhibit A to this Agreement and the matters described 
therein and herein are referred to herein, collectively, as the " Invention ". 

Seller desires to sell Seller's entire right, title and interest in and to such 
Invention and any and all patents and protections which may hereafter be obtained 
regarding the Invention (the " Patent Riohts "). and Purchaser desires to purchase the 
Patent Rights, upon the terms and conditions hereinafter set forth. 

NOW, THEREFORE, in consideration of the mutual benefits to be derived and 
the representations and warranties, conditions and promises herein contained, and 
other good and valuable consideration, the receipt and sufficiency of which are hereby 
acknowledged, and intending to be legally bound hereby, the parties agree as follows: 

ARTICLE I 

GENERAL 

1 .01 Definitions . Unless otherwise stated in this Agreement, the following 
terms shall have the indicated meanings (the following definitions to be equally 
applicable to both the singular and plural forms of any of the terms herein defined): 

"Assets": The assets, rights, interests and properties which are described in 
Section 1 .02 (a) of this Agreement. 

"Assionment": The Assignment from Seller, as assignor, to Purchaser, as 
assignee, in the form attached hereto as Exhibit A . 
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"Closing": The consummation of the purchase and sale contemplated by this 
Agreement. 

"Closing Date": Wednesday, March 4, 1998 at 1:00 P.M., San Antonio, 
Texas time, or such other date and time upon which the parties may agree. 

"Invention": Seller's invention of a novel use and method of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease, as more fully set forth in Schedule 1 to the form of Assignment attached 
hereto as Exhibit A . 

"Non-Comoetition A greement ": The Non-Competition Agreement by and 
between Seller and Purchaser in the form attached hereto as Exhibit B . 

"Patent Riohts": The Invention, all of Seller's rights thereunder and therein, 
all existing and future patent applications relating to the Invention, all patents issued 
with respect to the Invention, all patents to be issued with respect to the Invention, 
all renewals or extensions or continuations of patents or patent applications with 
respect to the Invention, all causes of action relating to any use of the Invention and 
all international rights of priority with respect to said Invention and all rights to file 
further applications for patent or patent-like protections for said Invention. 

"Promissorv Nntft": The Promissory Note in the amount of $35,000.00 
payable to Seller by Purchaser, evidencing a portion of the Purchase Price, in the form 
attached hereto as Exhibit C . 

"Purchase Price": The price to be paid by Purchaser to Seller in consideration 
for the sale by Seller and Purchase by Purchaser of the Assets. 

"Records": All of Seller's books, records, papers and instruments of whatever 
nature and wherever located that relate to the Patent Rights or which are reguired or 
necessary in order for Purchaser to fully utilize the economic benefits of the Patent 
Rights and Invention. 

"Securitv Aoreement ": The Security Agreement executed by Seller and 
Purchaser, giving and granting to Seller a lien on the Assets to secure the repayment 
of the Promissory Note, in the form attached hereto as Exhibit D . 

"Transaction": The sale and purchase of the Assets, assignment and 
assumption of certain rights and interests, and performance of the covenants, in each 
case as contemplated by this Agreement. 
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1.02. Agreement To Purchase and Sell . 

(a) On and subject to the terms and conditions of this Agreement, 
Seller agrees to sell, convey, transfer, assign and deliver to Purchaser, and Purchaser 
agrees to purchase from Seller, the Invention, Patent Rights and Records. 

(b) Seller agrees to enter into and be bound by the Non-Competition 

Agreement. 

(c) Seller agrees to indemnify and hold harmless Purchaser in 
accordance with the terms of this Agreement. 

1 .03. Purchase Price. The Purchase Price for the Assets will be the total cash 
sum of TWO HUNDRED THOUSAND AND NO/100 DOLLARS ($200,000.00). 

1 .04. Payment o f Purchase Price . The Purchase Price shall be payable to 
Seller by Purchaser as follows: 

(a) On or before the Closing Date, James J. Naples has paid in excess 
of the sum of $ 1 65,000.00 in research and testing fees to the Cancer, Research and 
Therapy Center in San Antonio, Texas, and to research laboratories in Syracuse, New 
York, to or for the benefit of Seller. It is understood and agreed that Purchaser is 
presently entitled to a credit against the cash consideration payable to Seller by virtue 
of these cash payments or obligations incurred by James J. Naples to or for the 
benefit of Seller prior to the date of this Agreement. Payments were made by James 
J. Naples prior to the date of this Agreement, and prior to the date of incorporation 
of Purchaser, in anticipation of this Agreement to fund the costs of research and 
development of the Invention. 

(b) On the Closing Date, Purchaser shall execute and deliver to Seller 
the Promissory Note and the Security Agreement. It is further understood and agreed 
that Purchaser shall be entitled to a credit against such promissory note for additional 
sums advanced by James J. Naples to or for the benefit of Seller to fund additional 
costs of research and development of the Invention. 

1.05 No Assumption of Liabilities . By purchase of the Assets, Purchaser 
takes the assets free of any claims, liens or interests of third parties, other than the 
liens created to secure the repayment of the Promissory Note. 

1 -06 No Proration of Taxes: Offset . If any taxes of any kind are assessed 
against any of the Assets, Seller will pay such sums to the appropriate taxing 
authorities when due, prior to becoming delinquent, shall indemnify Purchaser for all 
such sums and, in addition to the indemnities hereinafter made, does give and grant 
to Purchaser an offset against all sums owing and unpaid under the Promissory Note 
for any amounts owed by Seller which Seller fails to pay. 
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1.07 Instruments of Transfer; Further Assurances . In order to consummate 
the Transaction, on the Closing Date the Seller shall deliver to Purchaser an executed 
and acknowledged, where applicable, original of (a) the Assignment, covering all of 
the Assets; and (b) the Non-Competition Agreement. At the Closing, and at all times 
thereafter.as may be necessary, Seller agrees to execute and deliver to Purchaser such 
other instruments or transfers as may be reasonably necessary to vest in Purchaser 
good and indefeasible title to the Assets and to comply with the purposes and intent 
of this Agreement. 

ARTICLE II 

REPRESENTATIONS AND WARRANTIES; 

2.01. Representations and Warranties of Seller . Seller hereby represents and 
warrants to Purchaser that the following matters are true and correct on the date of 
this Agreement and will be true and correct through the Closing Date and thereafter, 
as if made on and as of that date: 

(a) This Agreement constitutes the legal, valid and binding obligation 
of Seller, enforceable in accordance with its terms; no person or entity other than 
Seller has any interest in or ownership of the Invention as of the date of this 
Agreement other than equitable claims of Purchaser and/or James J. Naples by virtue 
of sums advanced to fund the costs of research and development of the Invention. 

(b) Seller has good and indefeasible title to the Assets, free and clear 
of all liens and claims of third parties and no third party has any right to acquire the 
Assets superior to Purchaser. 

(c) There are no claims, actions, suits or proceedings pending or 
threatened against Seller which involve any of the Assets. 

(d) Seller has complied in all respects with all applicable laws, 
ordinances, regulations, statutes, rules and restrictions relating to the Assets, or any 
part thereof. 

(e) There is no fact known to Seller which has specific application to 
this Transaction or the Assets which could have a material adverse effect on the 
Assets, the ability of Purchaser obtaining a patent on the Invention, the title of 
Purchaser in and to the Assets from and after the Closing or any other matter which 
would adversely impact Purchaser in connection with the Assets. 

(f) Seller may execute, deliver and perform this Agreement without 
the necessity of Seller obtaining any consent, approval, authorization or waiver or 
giving notice or otherwise, except for such consents, approvals, authorizations. 
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waivers and notices which have been obtained and are unconditional and such notices 
which have been given. 

(g) Seller has not incurred any trade payables which have not been 
disclosed to Purchaser and shall pay or otherwise satisfy all other claims and liabilities 
relating to the Assets incurred through the Closing Date. SELLER AGREES AND DOES 
HEREBY INDEMNIFY AND HOLD PURCHASER HARMLESS FROM AND AGAINST ALL 
CLAIMS, LOSSES. DEMANDS, DAMAGES, LIABILITIES, COSTS AND EXPENSES 
RESULTING FROM OR RELATING TO ANY CLAIM MADE AGAINST PURCHASER 
ARISING FROM SELLER'S BREACH OF THIS AGREEMENT OR ANY OF ITS TERMS 
SUCH AGREEMENT TO SURVIVE THE CLOSING OR ANY TERMINATION OF THIS 
AGREEMENT. 

2.02 Representations and Warranties of Purchasfir . Purchaser represents and 
warrants to Seller that the following are true and correct on the date of this 
Agreennent and will be true and correct through the Closing Date, as if made on and 
as of that date: 

(a) This Agreement constitutes the legal, valid and binding obligation 
of Purchaser, enforceable in accordance with its terms. 

(b) Purchaser may execute, deliver and perform this Agreement 
without the necessity of Purchaser obtaining any consent, approval, authorization or 
waiver or giving notice or otherwise, except for such consents, approvals, 
authorizations, waivers and notices which have been obtained and are unconditional 
and such notices which have been given' 

ARTICLE III 

CONDITIONS OF CLOSING 

3'01- Conditions Imposed bv Purchaser . The obligations of Purchaser to 
corisummate the purchase and sale under this Agreement are subject to the 
satisfaction of the following conditions, each of which may be waived in writing by 
Purchaser: 

(a) Seller shall have delivered to Purchaser the duly executed and 
acknowledged Assignment. 

(b) Seller shall have delivered to Purchaser the duly executed and 
acknowledged the Non-Competition Agreement. 

(c) Seller shall have performed the covenants, agreements and 
obligations necessary to be performed by Seller under this Agreement prior to the 
Closing Date. 
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3-02, Conditions Imposed bv Seller . The obligations of Seller to consummate 
the purchase and sale under this Agreement are subject to the satisfaction of the 
following conditions, each of which may be waived in writing by Seller: 

(a) Purchaser shall have delivered to Seller the duly executed and 
acknowledged Non-Competition Agreement. 

(b) Purchaser shall have delivered to Seller the initial installment of the 
Purchase Price in the amount of $15,000.00, less the amount of the Purchaser's 
payments to Seller, or for the benefit of Seller, prior to or after the date of this 
Agreement, in the amount to be agreed upon by Seller and Purchaser pursuant to 
Section 1.04(a) of this Agreement. 

(c) Purchaser shall have delivered to Seller the Promissory Note, 
together with the duly executed and acknowledged Security Agreement. 

ARTICLE IV 

CLOSING DATE 

4.01 Closing Date . 

(a) Subject to the right of Seller and Purchaser to terminate this 
Agreement pursuant to Section 5.02. hereof, the Closing for the consummation of the 
purchase and sale contemplated by this Agreement will, unless another date is agreed 
to in writing by Seller and Purchaser, take place on the Closing Date. 

(b) For all purposes hereof, the term " the Effective Time of Closing " 
shall occur upon the delivery to Purchaser of the Assignment and the Non-Competition 
Agreement and the other documents as contemplated herein on the Closing Date. 

ARTICLE V 

MISCELLANEOUS 

5.01. Further Actions . From time to time, as and when requested by 
Purchaser or Seller, Seller or Purchaser shall execute and deliver, or cause to be 
executed and delivered, such documents and instruments and shall take, or cause to 
be taken, such further or other actions as may be reasonably necessary to effectuate 
the Transaction and transfer, assign and deliver to Purchaser, or Purchaser's assigns, 
the Assets (or to evidence the foregoing) and to consummate and to effect the other 
transactions expressly required to be performed by Seller hereunder. 

5.02. No Broker , Seller and Purchaser represent and warrant to the other that 
they have no obligation or liability to any broker or finder by reason of the transactions 
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which are the subject of this Agreement. Each party agrees to indemnify the other 
party against, and to hold the other harmless from, at all times after the date hereof, 
any and all liabilities and expenses (including without limitation legal fees) resulting 
frorn, related to or arising out of any claim by any person for brokerage commissions 
or finder's fees, or rights to similar compensation, on account of services purportedly 
rendered on behalf of Seller or Purchaser, as the case may be, in connection with this 
Agreement or the transactions contemplated hereby. 

5.03. Expenses. Except as otherwise specifically provided herein. Seller and 
Purchaser shall each bear their own legal fees, accounting fees and other costs and 
expenses with respect to the negotiation, execution and the delivery of this 
Agreement and the consummation of the transactions hereunder, and Seller will pay 
Its expenses after the Effective Time of Closing out of the Purchase Price proceeds 
paid by Purchaser to Seller pursuant to Section 1.04. Purchaser shall pay all sales, 
transfer and documentary fees or taxes incident to the sale of the Assets, if any. 

5.04. Entire Aoreement. This Agreement and the Exhibits hereto are intended 
by the parties as a final expression of the entire agreement between Seller and 
Purchaser with respect to the transactions contemplated by this Agreement and 
supersede all prior oral or written agreements, arrangements or understandings with 
respect thereto. 

5-05. Descriptiv e Headinos . The descriptive headings of this Agreement iare 
for convenience only and shall not control or affect the meaning or construction of 
any provision of this Agreement. 

5.06. Notices. All notices or other communications which are required or 
permitted hereunder shall be in writing and shall be delivered either personally or by 
telegram, telex, telecopy or similar facsimile means, by registered or certified mail 
(postage prepaid and return receipt requested), or by express courier or delivery 
service, addressed to the addresses of the parties shown on page 1 of this Agreement 
or at such other address and number as either party shall have previously designated 
by written notice given to the other party in the manner hereinabove set forth. 
Notices shall be deemed given when received, if sent by telegram, telex, telecopy or 
similar facsimile means (confirmation of such receipt by confirmed facsimile 
transmission being deemed receipt of communications sent by telex, telecopy or other 
facsimile means); and when delivered and receipted for (or upon the date of attempted 
delivery where delivery is refused), if hand-delivered, sent by express courier or 
delivery service, or sent by certified or registered mail. 

5.07. GOVERNING LAW . THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED IN ACCORDANCE WITH THE LAWS OF THE STATE OF TEXAS (OTHER 
THAN THE CHOICE OF LAW PRINCIPLES THEREOF). 
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5.08. Waivers an d Amendments . Any waiver of any term or condition of this 
Agreement, or any amendment or supplementation of this Agreement, shall be 
effective only if in writing. A waiver of any breach or failure to enforce any of the 
terms or conditions of this Agreement shall not in any way affect, limit or waive a 
party's rights hereunder at any time to enforce strict compliance thereafter with every 
term or condition of this Agreement. 

5.09. Illegalities. In the event that any provision contained in this Agreement 
shall be determined to be invalid, illegal or unenforceable in any respect for any 
reason, the validity, legality and enforceability of any such provision in every other 
respect and the remaining provisions of this Agreement shall not, at the election of 
the party for whose benefit the provision exists, be in any way impaired. 

5.10. Counterparts. This Agreement may be executed in any number of 
counterparts, and each such counterpart hereof shall be deemed to be an original 
instrument, but all such counterparts together shall constitute but one Agreement. 
Facsimiles of signatures shall be deemed as original signatures. 

5-1 1- Survival: E xclusivitv of Remedies . The representations and warranties, 
covenants and agreements of the parties hereto shall survive the Closing. 

5.12 Assignme nt bv Purchaser . Purchaser may assign Purchaser's 

rights under this Agreement without restriction of any kind. Any assignee of 
Purchaser's rights hereunder shall succeed to all of the rights, powers, duties, benefits 
and obligations of Purchaser hereunder. 

IN WITNESS WHEREOF, the undersigned have executed this Agreement as of the 
date first above written. 

PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




[SIGNATURE OF SELLER FOLLOWS ON NEXT PAGE} 
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NICHOLAS BACHYNSKY 



STATE OF TEXAS 
COUNTY OF _dE^K 



§ 



BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the oTZX day of March, 
1998. 



VIRGINIA OHLENBUSCH 
n ^ff^?! MY CCW^SSION EXRRES 



Nota^ Public Signature 

]n\ou f)lr\ 1^1^ ki^.'^r.in 

Notary Printed Name , 
Commission Expires: •^'"H'^ ^^^d 



STATE OF TEXAS 
COUNTY OF : 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally appeared JAMES 
J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
known to me to be the person whose name is subscribed to the foregoing instrument, 
and acknowledged to me that he executed the same for the purposes and considera- 
tion therein expressed and in the capacity therein stated, as the act and deed of said 
corporation. 

GIVEN UNDER MY HAND AND SEAL OROFFICE, this the fc-f^ day of March, 
1998. 




PAnV HAMILTON 
Notary Public 




Notary Pdblic Signature 



Ppnr\i \\fcn\\ LT7)f^ 
ary Printed Name . ^ ^ ^ 



Notary 
Comnnission Expires: 
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PROMISSORY NOTE 



DATE: 



March 2, 1998 



MAKER : TEXAS PHARMACEUTICALS, INC., a Texas corporation 



MAKER'S MAILING ADDRESS: 



701 W. 14th Main Street 
Texarkana, Texas 75501 



PAYEE : NICHOLAS BACHYNSKY 

PLACE FOR PAYMENT : 701 W. 14th Street, Texarkana, Bowie County, Texas 



PRINCIPAL AMOUNT : THIRTY-FIVE THOUSAND DOLLARS US ($35,000.00 US) 

ANNUAL IN TEREST RATE ON UNPAID PRINCIPAL FROM DATE : Six and one-half 
percent (672%) 

ANNUAL I NTEREST RATE ON MATURED. UNPAID AMOUNTS : Ten percent (10%) 

TERMS OF P AYMENT (PRINCIPAL AND INTEREST) : All principal and interest 
hereunder shall only be due and payable upon the earlier to occur of (1) ninety (90) 
days after the date upon which Maker has obtained a United States Patent upon the 
use and method described as the Invention in the Agreennent For Sale of Invention and 
Related Rights between Maker and Payee, of even date herewith, or (2) March 1 , 
2002. Payments will be credited first to the accrued interest and then to reduction 
of principal. 

SECURITY FOR PAYMENT; This note is secured by a purchase money security 
interest granted in Security Agreement of even date herewith executed by Payee, as 
secured party, and Maker, as debtor. 

Maker promises to pay to the order of Payee at the place for payment and 
according to the terms of payment the principal amount plus interest at the rates 
stated above. 

If Maker defaults in the payment of this note or in the performance of any 
obligation in any instrument securing or collateral to it, and the default continues after 
Payee gives Maker notice of the default and the time within which it must be cured, 
as may be required by law or by written agreement, then Payee may declare the 
unpaid principal balance and earned interest on this note immediately due and payable. 
Maker and each surety, endorser and guarantor waive all demands for payment, 
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presentations for payment, notices of intention to accelerate maturity, notices of 
acceleration of maturity, protests, and notices of protest, to the extent permitted by 
law. 

If this note or any instrument securing or collateral to it is given to an attorney 
for collection or enforcement, or if suit is brought for collection or enforcement, or if 
it is collected or enforced through probate, bankruptcy, or other judicial proceeding, 
then Maker shall pay Payee all costs of collection or enforcement, including reasonable 
attorney's fees and court costs, in addition to other amounts due. Reasonable 
attorney's fees shall be ten percent (10%) of all amounts due unless either party 
pleads otherwise. 

Interest on the debt evidenced by this note shall not exceed the maximum 
amount of non-usurious interest that may be contracted for, taken, reserved, charged 
or received under law; any interest in excess of that maximum amount shall be 
credited on the principal of the debt or, if that has been paid, refunded. On any 
acceleration or required or permitted prepayment, any such excess shall be canceled 
automatically as of the acceleration or prepayment or, if already paid, credited on the 
principal of the debt or, if the principal of the debt has been paid, refunded. This 
provision overrides other provisions in this and all other instruments concerning the 
debt. 

Each Maker is responsible for all obligations represented by this note. When 
the context requires, singular nouns and pronouns include the plural. 

In the event default occurs in the timely and prompt payment of all or any part 
of the indebtedness evidenced by this note, any judicial proceedings against Maker 
shall be limited to the preservation, enforcement and foreclosure of the liens, rights, 
properties and estates of the Security Agreement securing this note, and Maker shall 
have no personal liability for the repayment of this note. No attachment, execution 
or other writ of process shall be sought, issued or levied upon any assets, properties 
or funds of Maker or any agent, employee or other person or entity affiliated with the 
Maker. 



MAKER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




TITLE: 
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ASSIGNMENT 



DATE: 



March 4, 1998 



ASSIGNOR : 



NICHOLAS BACHYNSKY 
701 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE : 



TEXAS PHARMACEUTICALS, INC., a Texas corporation 
701 W. 14th Street 
Texarkana, Texas 75501 



In consideration of Ten Dollars ($10,00) cash in hand paid to me and other good 
and valuable consideration, the receipt and sufficiency of which is hereby 
acknowledged, I, NICHOLAS BACHYNSKY (hereinafter called "Assignor"), who have 
made an invention of a novel use and method of inducing intracellular hyperthermia 
and free radical flux through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant disease, assign, sell, 
transfer and convey to TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address is 1314 Main Street, Texarkana, Bowie County, Texas 75501 
(hereinafter called " Assignee "), its successors and assigns. Assignor's entire right, 
title and interest in and to the following rights, interest, and property (hereinafter 
collectively called the " Rights "): 

1 . Assignor's invention of uses, methods and therapies of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, powers, interests and 
title in and to the methods, uses and processes described in Schedule 1 
attached to this Assignment, (collectively, herein called the "Invention"). 

2. All applications for patent or like protection on said Invention that have been 
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or may In the future be made by Assignor or Assignor's legal representatives, 
in any and ail countries. 

3. All patents and like protection that have been or may in the future be granted 
on said Invention to Assignor or Assignor's legal representatives, in any and all 
countries of the world. 

4 All substitutions for and divisions, continuations, continuations-in-part, 
renewals, reissues, extensions and the like of said applications and patents and 
similar rights or grants. Including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5 All rights of action on account of past, present and future authorized or 
unauthorized use of said Invention and for infringement of said patents and like 
protection. 

6 The right of Assignee to file In his name disclosure documents, applications for 
patents and like protection for said Invention in any country and countries m 
the world. 

7. All international rights of priority associated with said Invention, disclosure 
filings, applications, patents and like protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, Its successors and 
assigns forever, and Assignor does hereby bind himself, his heirs, legal representatives 
and assigns, to forever WARRANT and DEFEND the title to the Rights unto the said 
Assignee, its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate with Assignee such 
that Assignee may enjoy to the fullest extent the benefit of this Assignment. Such 
cooperation shall include, but not limited to. all of the following: 

1. Assignor's prompt execution of all papers that are deemed necessary or 
desirable by Assignee to perfect the right, title and Interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, specifications, declarations 



or other papers that are deemed necessary or desirable by Assignee for filing and 
prosecuting patent applications, for filing and prosecuting substitute, division, 
continuing, or additional applications in the United States and/or all foreign countries, 
for filing and prosecuting applications for reissuance or reexamination of letters 
patent, and for interference proceedings involving and covering any of the Rights, and 
3. Assignor's prompt assistance and cooperation, including but not limited to 
execution of documents and testifying, in the prosecution of legal proceedings 
involving any of the Rights, including, but not limited to. patent prosecution, 
interference proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition court actions, trade 
secret court actions, public use proceedings, slander, license breach and royalty 
collection proceedings and other legal proceedings. 

Assignor warrants that Assignor has the right to make the assignment set forth 
herein and that no other person or entity has any rights of ownership or claim to the 
subject matter of this Assignment. This Assignment is binding upon Assignor, 
Assignor's heirs, administrators, executors, successors, trustees, devisees and assigns 
and inures to and for the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at the time and place 
indicated below opposite the signature: 



NICHOLAS BACHYNSKY 



Date: 
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STATE OF TEXAS § 

COUNTY OF £e%A/ e § 

BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscnbed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the ^J^day of March, 



1998. 




Notary Public Signature 



JNIAOHLBSUSCH 

COMMISSION EXPWES ll . i / 

Notary Printed Name 
Commission c^^p^roc• 5''-*4-'' 
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snHFDULE 1 TO ASSIGNMENT 



INVENTION 



This invention provides a medical method for: ( 1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other r^'tochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP). carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophoresl and respiratory oxygen, intravenous 
fluids anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines le'^g . recombinant tumor necrosis factor (TNF). interferons etc.], hormones 
{e.g.. glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its f /o^'f^^^^^^^^^^^^^^^ 
grad^nt toxicity problems to interposed normal tissues. '"Cerent to all therapeutic 
methods of delivering heat from the outside-in A new use(s)/method S^n^/^^'^a 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus). bacteria {e.g.. Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been d'scovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones 
biologicals or drugs permits greater enhancement of the therapeutic '"dex while 
physfologic gain cooling, fluids, respiratory oxygen, and monitoring Pfo^^^ures permrt 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



SCHEMATIZED MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS OJ^REATMENT OF INFECTIOUS AND Mi^GNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIA 

Cooflnned Diagnosis by culcure. PGR, or 
hlscopachology; specific serology. 

Known. Temperacure and Heating Time 
required for lnacclvacion» e.g., 
Treponema pallldun (syphllls)- 
41.5*0 e I hour; Borrella burgdor- 
feri (Lyme Dlscase)-4 I .5*C @ 1 hour; 
Echlnococcus multllocularls (Hydatid . 
lnfestatloa)-41'*C @ 15 minutes; HIV , 
chronically infected (provlrus) cells 
(tissue cuIture}-42**C @ 10 hours, with 
recombinant TNF-a, 42'C 0 3 hours. 
Kaposi's sarcoma , HIV infection In the 
patlent-42'C @ 2 hours/44'*C @ 15 minutes. 

Unknown Temperature and Heating Time 
required for Inactlvatlon of neoplasms, 
or other Infectious agents, determined 
by predictive - assay of biopsy/culture; 
generally, treatment temperature/ time 
will be decreased due to endogenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



CLINICAL CRITERIA • 

* History of cardiac, hepatic, pulmonary 
renal, CNS, malignant hyperthermia, or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated bilirubin/enzymes; known 
endocrinopathles of brittle diabetes, 
pheochromocy toma, etc.; medications known 
to sclmulate the physiologic response of 
hypermetabollc state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* Pulmonary, renal, hepatic function tests; 
chest X-ray; CBC with platelet count; Chcm 
profile with Ca-»^'. Mg++, PO4-; cxerctsc- 
multigated cardiac radionucleotide scan 
with resting ejection fraction of at least 
45Z, and no deterioration upon exercise. 

* Enhancing or sensitizing agents to Increase 
therapeutic gain, i.e., use of ionirlng 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



I TREATMENT I 



METHOD PROTOCOL 

1 ■ 1 

BASELINE & MONITORED 

Oxygen consumption/increase, precedes core 
temperature increase by 4 minutes; prolonged • 
or high risk patient-additional monitoring of 
tissue oxygenation by gastric pK, NMR, PET or 
infrared specc roscopy , ear oximetry, blood gas. 



Dlnltrophenol, dosage & schedule 
on "Blologlc/Cllnlcal Criteria"; 
IV (or IM-SC) test dose (Img/kg) 
by VO2 response -Iml O2/sec«-20 watts; 
coonaon IV dosage, l-5mg/kg, q 1-4 hr, 

PO 2X greater q 6-12 hr; BMR & heat * corc temperature, esophageal, rectal, bladder 



dissipation modify dose/schedule 

Other mitochondrial uncoupling * 
agents, increased potency/more 
localized effect, e.g.. FCCP, CCCP, 
perf luorooctane sulfonamide, SF- * 
6847; long chain fatty acids, and 
brown fat "thcrmogln", etc. 

Hodulatlng-coocrolllng agents, * 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
,5-lOmg/hr-IV; dopamine(L-10 micro- 
grams/kg/min) ; insulin-dose based 
on blood glucose; dobutamtne(l-15 * 
micrograms/kg/mln) ; amrinone (5-7.5 
micrograms/kg/mln); isoproterenol 
(.5-2 micrograms/min) . 



MANAGEMENT 

Oxygen (lOOZ) Q 4-6 liters/minute via 
nasal cannula/face mask. 

Heat control with evaporation preventing 
water absorbing blankets/plastic liners; 
cooling control-lf needed with tepid H^O 
spray and/or fan evaporative loss; use o 
P.O. propylthiouracil (PTU);. Dccadron-I .V 



catheter thermistors. 

Cardiac function, continous display of rhythm, 
rate, blood pressure and respiratory rate; 
Swan-Ganz catheter for high risk patient. 
Renal output/function, maintain at least 1-U3q1 compensate for evaporative and 

per kg /hour; observe for possible myoglobinuria "binary losses, maintain BP 
and monitor fluid input/oucpuc . 



Intravenous fluids. I.e., .85Z Saline, 
D-Wl-lNS, supplemented with appropriate 
milliequivalents of K+. PO Mg"^; flui- 



Hepatic function tests, at target temperature; 
iosoenryme fractionation if tumor lysis Is a 
consideration . 

CNS agitation, anxiety, possible seizure pro- 
phylaxis. 

Blood chcmlstry/elcccrolytes-glucose , PO^", 
serum creatinine. 



Arrhythmia control, if needed-use of non 
negative inotropic, or drugs that cannot 
cause cardiac decompensation in hypermet 
bolic state e.g., lldocaine; avoidance o 
beta blockers and Ca**^ channel blockers. 

Anxiety p possible seizure control with 
I-V. Valium, thiopental; avoidance of 
drugs with atropine like effects or majo 
anti-psychotic drugs. 



MEDICAL USES 




DIAjCMOSIS - Enhanceaenc 
of NMR, PET, & Near- 
Infrared Spectroscopy. 



THERAFY OF INFbLTlQUS 

& MALXCMANT DISEAiSE 
(dosage/frequency of 
uncoupling agent will 
be detenalncd by the 
specific agent treated 
& use of modulating, 
enhancing, or other 
cotabined therapy drugs. 



''SensiClvlcy Increased by enhanced metabolic dlffcrenc- 
between diseased/normal tissues. I.e., 0., glucose, fat 
acid, ATP, phosphocreatine & specific substrate consuo. 
Ion; lactic acid, free radical production; early dlagn 
& predictability of disease treatment paramecers/succ 



>-PARASITlC (See Illustrative Example) 

&l.5*C/l hr (or less) j^p^,,^^^ burgdorferi) 



&2*C/2 to 8 hrs (or less) 



-V— VIRAL (HIV) 



Based on predictive biopsy and use of radiation, ^^ ty^n^jy^TTr 



chemotherapy or blolojilc response modifiers 



BEST AVAILABLE COPY 



ILLUSTRATIVE METHOD/ USE EXAMPLE^ 



1/ 



A 52 year old white Swisi^fle, huncing dog trainer, preserit^^ith right upper 
quadrant abdominal pain. History revealed past(24 month old) hepatic "cyst" surgery 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion) . He denied history of weight loss, pulmonary, cardiac or neurologic disease. 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5'IL", 
blood pressure 140/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37.3**C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20% eosinophilia. Ultrasound and nuclear magnetic, resonance of the liver re- 
vealed A (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis . 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at Al^'C/lS minutes, whereas 
liver-hepatocytes withstand temperatures of 42*'C to 44'C for known periods of 20 
hours and 15 minutes respectively, the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar K^PO^ , 
7 milliequivalents of IC*", and 2cc of 50% saturated solution of Mg^SO^/liter , were 
infused at a rate of I2cc/kg/hr. Urine output was maintained at Icc/kg/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within 0.1'*C. Cardiac rate, rhythm, bloody 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO^) was determined using a 3 minute 
bag collection. Five minutes after intravenous administration of 90 mg of dinitrophenol 
(2% DNP/5%NaHC03 at 1 mg/kg) , and determination that there was no untoward or. idio- . 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was infused. Monitored physiologic parameters are shown in the Table below. 
An additional VO rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on 100% 0 via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0,25 mg/hour. After the patient was maintained at a core temperature of 41.3**C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 

Hoalcored Cllaleal D«ca Oa KlMchoodrUl Oacoupllus 0»e/»Ueho<l la lHustr.clve ExaapU 



Tlac 
(alnuccs) 


Medication l*»p- R^«-0- 
(type 6 dose) C^rtmchs/ala) 


Conauaption 
(ol/ain) 


Cardiac Rats 
(bcats/ala) 


Urine Output 
(total ■!} 


Core Tc«p. 
t'C) 


Other 
(roarlcs) 






18 


290 


78 




37.1 


Fluids e lO-Ucc 


-60 


t.V. Fluids - 




per kt/hour. 




as S 0.8 L/hour 


20 




73 


47 


37.1 


Hepatic Krebs Cycle 


-30 


Glucazon-tV Drip 








s t inula t ion. 




9 2a(/hour 


20 




83 


58 


37.4 


Covered with poly- 


0 


2 ,&-dlnicrophtnol-90=t 






ethylene blanket. 


2 
3 


IV la 4.5-1 of IZNaECOj 
(prepared by dlssoLvlas 
2.3c* DSP(13X HjO) in S: 
tfsHCOj-glvlns 2Z solucloa) 

2.4*dtolcrophcaol-90es 


24 
26 


350 


. 92 
93 




37.8 
37.8 


Increased Oj eon- 
suepcioa precedes 
tcnp. elevation. 




IV in 4.3al ot 5ZXaHC03 


30 


630 


110 


15 


39.4 


After V02deteralBed 


10 


Fluids increased to 


IQOI Oj e 4 L/nin 




1.2 Uhour; stare Oj 










40.3 


vis nasal cannula. 


zo 




30 




120 


18 






30 




133 


2S 


41.4 


Lower ■serenity la 


40 


Clucafion -tV Drip 






partially esposed. 




decreased to O.Saft/hr 


30 




140 
100 


30 


41.2 


niankct reooVed 


60 


Clueosoo discontinued 




98 


33.4 


All thermistors 


120 


tV fluid discontinued 


24 
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UNITED STATES PATENT AND TRADEMARK OFFICE 
NOTICE OF RECORDATION OF ASSIGNMENT DOCUMENT 

THE ENCLOSED DOCUMENT HAS BEEN RECORDED BY THE ASSIGNMENT DIVISION OF 
THE U.S. PATENT AND TRADEMARK OFFICE. A COMPLETE MICROFILM COPY IS 
AVAILABLE AT THE ASSIGNMENT SEARCH ROOM ON THE REEL AND FRAME NUMBER 
REFERENCED BELOW. 
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PRESENT IN THE PATENT AND TRADEMARK ASSIGNMENT SYSTEM. IF YOU SHOULD 
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CONTACT THE EMPLOYEE WHOSE NAME APPEARS ON THIS NOTICE AT 703-3 08-9723. 
PLEASE SEND REQUEST FOR CORRECTION TO: U.S. PATENT AND TRADEMARK OFFICE, 
ASSIGNMENT DIVISION, BOX ASSIGNMENTS, CG-4 , 1213 JEFFERSON DAVIS HWY, 
SUITE 320, WASHINGTON, D.C. 20231. 
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NON-COMPETITION AGREEMENT 



THIS NON-COMPETITION AGREEMENT (this " Agreement ") dated as of 
March 4, 1998, is by and between NICHOLAS BACHYNSKY, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie County, Texas 
75501 (the "Seller") and TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address for the purposes of this Agreement is 701 W, 1 4th Street, Texarkana, 
Bowie County, Texas 75501 (the " Purchaser "). 

RECITALS: 

A. Seller and Purchaser have entered into an Agreement For Sale of 
Invention and Related Rights dated as of March 2, 1998 (the " Sales Aoreement ") 
pursuant to which, among other things, Purchaser has agreed to purchase from Seller, 
and Seller has agreed to sell to Purchaser, certain assets of Seller described therein, 
including (without limitation) Seller's invention of a use and method of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents In the treatment of infectious and malignant 
-disease (the " Invention ") and all rights of Seller under any and all disclosure 
documents, patents and patent applications relating thereto in all countries of the 
world and all other rights related to the Invention (the " Assets "). 

B. Seller possesses certain confidential information relating to the Invention 
which is proprietary in nature and which is not and will not be generally disclosed. 
To induce Purchaser to enter into the Sales Agreement and to purchase Seller's 
Assets, Seller has agreed to enter into this Agreement to assure Purchaser that Seller 
will not use Seller's confidential information in a manner which will injure the 
commercial value of the Invention or the Assets. 

NOW, THEREFORE, in consideration of the premises and other good and 
valuable consideration, the receipt and sufficiency of which are hereby acknowledged. 
Seller and Purchaser hereby covenant and agree as follows: 

1 • Covenan t Not To Compete . Seller hereby covenants that commencing 
upon the date hereof and continuing until November 1, 2005, Seller shall not, unless 
acting as an employee or licensee of the Purchaser, own, manage, operate, join, 
control or participate in, directly or indirectly, or derive any benefits whatever from, 
or be an officer, director, employee, partner, agent, consultant or shareholder of, any 
business engaged in any activity that is in "Competition" in any manner whatsoever 
with the business of Purchaser in the "Specified Geographical Area," and Seller shall 
not render assistance or advice to any person, firm or enterprise which is so engaged. 
For purposes of this paragraph, 
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(a) " Competition " means the treatment of patients using methods 
covered by the Invention or otherwise using dinitrophenol or other 
mitochondrial uncoupling agents; and 

(b) " Specified Geoaraphicai Area " means the UnitPri RtatP^c; nf Amprira 
and any location in any country in which Purchaser holds a patent or patent 
application upon the Invention. 

2. Payments in Consideration of Covenant Not To Compete . In considera- 
tion of the covenants of Seller set forth in paragraph 1 above, Purchaser has 
purchased from Seller the Assets for the consideration set forth in the Sales 
Agreement. 

3. Entire Agreement. This Agreement constitutes the entire agreement 
between the parties hereto with respect to the subject matter of this Agreement and 
supersedes and is in full substitution for any and all prior agreements and 
understandings whether written or oral between said parties relating to the subject 
matter of this Agreement, except as set forth in the Sales Agreement. 

4. Amendment . This Agreement may not be amended or modified in any 
respect except by an agreement in writing executed by the parties in the same manner 
as this Agreement. 

5. Assionment , This Agreement may be assigned without the consent of 
Seller in connection with the sale, transfer or other assignment of all or substantially 
all of the assets acquired by the Purchaser from the Seller under the Sales Agreement. 

6. Heirs and Successors . This Agreement shall be binding upon and shall 
inure to the benefit of and be enforceable by each of the parties and their respective 
heirs, legal representatives, successors and assigns. 

7. Invalid Provisions . If any provision of this Agreement is held to be illegal, 
invalid or unenforceable under present or future law effective during the term hereof, 
such provision shall be fully severable. This Agreement shall be construed and 
enforced as if such illegal, invalid or unenforceable provision had never comprised a 
part hereof and the remaining portions hereof shall remain in full force and effect and 
shall not be effected by the illegal, invalid or unenforceable provision or by its 
severance herefrom. Furthermore, in lieu of such illegal, invalid or unenforceable 
provision there shall be added automatically as part of this Agreement a provision 
similar in terms to such illegal, invalid or unenforceable provision as may be possible 
and be legal, valid and enforceable. 

8., Specific Performance . Seller acknowledges that Seller's breach of the 
provisions of Section 1 of this Agreement will cause irrevocable harm to Purchaser, 
for which there may be no adequate remedy at law and for which the ascertainment 
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of damages would be difficult. Therefore, Purchaser will be entitled, in addition to, 
and without having to prove the inadequacy of, other remedies at law (including 
without limitation damages for prior breaches hereof), to specific performance of this 
Agreement, as well as injunctive relief (without being required to post bond or other 
security). 

9. Notice. All notices, consents, requests, approvals or other 
communications in connection with this Agreement and all legal process in regard 
hereto shall be in writing and shall be deemed validly delivered, if delivered personally 
or sent by certified mail, postage prepaid. Unless changed by written notice pursuant 
hereto, the address of each party for the purposes hereof is the address set forth on 
page 1 of this Agreement. Notice given by mail shall be deemed delivered only when 
actually received. 

10. Descrioti ve Headinos . The descriptive headings of the several sections 
of this Agreement are inserted for convenience only and shall not control or affect the 
meaning or construction of any of the provisions hereof. 

1 1 . GOVERNING LAW . THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED AND ENFORCED IN ACCORDANCE WITH THE LAWS OF THE STATE 
OF TEXAS (OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF). 

IN WITNESS WHEREOF, the parties have duly executed this Non-Competition 
Agreement as of the date first above written. 



SELLER: 



NICHOLAS BACHYNSKY 




PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




DATE: 'Sl 




PROMISSORY NOTE 



DATE : March 2, 1998 

MAKER : TEXAS PHARMACEUTICALS. INC., a Texas corporation 

MAKER'S MAILING ADDRESS : 701 W. 14th Main Street 

Texarkana, Texas 75501 

PAYEE : NICHOLAS BACHYNSKY 

PLACE FOR PAYMENT : 701 W. 14th Street, Texarkana, Bowie County, Texas 

75501 

PRINCIPAL AMOUNT: THIRTY-FIVE THOUSAND DOLLARS US ($35,000.00 US) 

ANNUAL IN TEREST RATE ON UNPAID PRINCIPAL FROM DATE : Six and one-half 
percent (672%) 

ANNUAL IN TEREST RATE ON MATURED. UNPAID AMOUNTS : Ten percent (10%) 

TERMS OF PAYMENT (PRINCIPAL AND INTEREST) : All principal and interest 
hereunder shall only be due and payable upon the earlier to occur of (1) ninety (90) 
days after the date upon which Maker has obtained a United States Patent upon the 
use and nnethod described as the Invention in the Agreement For Sale of Invention and 
Related Rights between Maker and Payee, of even date herewith, or (2) March 1, 
2002. Payments will be credited first to the accrued interest and then to reduction 
of principal. 

SECURITY FOR PAYMENT: This note is secured by a purchase money security 
interest granted in Security Agreement of even date herewith executed by Payee, as 
secured party, and Maker, as debtor. 

Maker promises to pay to the order of Payee at the place for payment and 
according to the terms of payment the principal amount plus interest at the rates 
stated above. 

If Maker defaults in the payment of this note or in the performance of any 
obligation in any instrument securing or collateral to it, and the default continues after 
Payee gives Maker notice of the default and the time within which it must be cured, 
as may be required by law or by written agreement, then Payee may declare the 
unpaid principal balance and earned interest on this note immediately due and payable. 
Maker and each surety, endorser and guarantor waive all demands for payment. 
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presentations for payment, notices of intention to accelerate maturity, notices of 
acceleration of maturity, protests, and notices of protest, to the extent permitted by 
law. 

If this note or any instrument securing or collateral to it is given to an attorney 
for collection or enforcement, or if suit is brought for collection or enforcement, or if 
it is collected or enforced through probate, bankruptcy, or other judicial proceeding, 
then Maker shall pay Payee all costs of collection or enforcement, including reasonable 
attorney's fees and court costs, in addition to other amounts due. Reasonable 
attorney's fees shall be ten percent (10%) of all amounts due unless either party 
pleads otherwise. 

Interest on the debt evidenced by this note shall not exceed the maximum 
amount of non-usurious interest that may be contracted for, taken, reserved, charged 
or received under law; any interest in excess of that maximum amount shall be 
credited on the principal of the debt or, if that has been paid, refunded. On any 
acceleration or required or permitted prepayment, any such excess shall be canceled 
automatically as of the acceleration or prepayment or, if already paid, credited on the 
principal of the debt or, if the principal of the debt has been paid, refunded. This 
provision overrides other provisions in this and all other instruments concerning the 
debt. 

Each Maker is responsible for all obligations represented by this note. When 
the context requires, singular nouns and pronouns include the plural. 

In the event default occurs in the timely and prompt payment of all or any part 
of the indebtedness evidenced by this note, any judicial proceedings against Maker 
shall be limited to the preservation, enforcement and foreclosure of the liens, rights, 
properties and estates of the Security Agreement securing this note, and Maker shall 
have no personal liability for the repayment of this note. No attachment, execution 
or other writ of process shall be sought, issued or levied upon any assets, properties 
or funds of Maker or any agent, employee or other person or entity affiliated with the 
Maker. 



MAKER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 



BY: 

NA^ 
TITLE: 
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SECURITY AGREEMENT 



This SECURITY AGREEMENT (this " Agreement ") is made effective this 4th day 
of March, 1998, by and between TEXAS PHARMACEUTICALS, INC., a Texas 
corporation, whose address is 701 W. 14th Street, Texarkana, Bowie County, Texas 
75501 (the " Borrower ") and NICHOLAS BACHYNSKY, an individual whose address 
for the purposes of this Agreement is 701 W. 1 4th Street, Texarkana, Bowie County, 
Texas 75501 (the " Secured Party "). 

RECITALS: 

A. This Agreement is being executed in connection with Secured Party's 
agreement to sell, and Borrower's agreement to purchase certain property, a 
portion of the purchase price of which is evidenced by that certain Promissory 
Note of even date herewith in the principal sum of $35,000.00, executed by 
Borrower and payable to Secured Party. Such transaction is more particularly 
described in that certain Agreement For Sale of Invention and Related Rights 
dated as of March 2, 1998, between Secured Party, as seller, and Borrower, 
as purchaser (herein, the " Sales Agreement "). 

B. As inducement to Secured Party to consummate the sale described in the Sales 
Agreement and to accept as part of the consideration for such sale the 
Promissory Note, Borrower is simultaneously herewith providing a security 
interest in Borrower's right, title and interest in and to the Collateral Security 
(hereafter described) to Secured Party. 

AGREEMENT : 

NOW THEREFORE, in consideration of the foregoing and for other good and 
valuable consideration, receipt of which is hereby acknowledged. Borrower and 
Secured Party hereby agree as follows: 

Section 1 . Definitions . The following terms shall have the definitions set forth 

below: 

" Code " shall mean the Uniform Commercial Code as adopted in the State 
of Texas as the Business and Commerce Code, as amended from time to time. 

" Collateral Securitv " shall mean the collateral described in Section 4 

hereof. 

" Effective Date " shall mean the date hereinabove first set forth. 
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" Event of Default " shall mean any condition or occurrence defined as an 
Event of Default in Section 8 hereof, 

" Promissory Note " shall mean that certain Promissory Note of even date 
herewith in the principal sum of $35,000.00/executed by Borrower and jDayable to 
Secured Party. 

" Obligation " is defined in Section 3 hereof. 

" Potential Default " shall mean an event or occurrence which, with notice 
or the passage of time, or both, would constitute an Event of Default hereunder or 
under any of the Financing Documents. 

" Security Interest " is defined in Section 2 hereof. 

All other capitalized terms not defined in this Section 1 shall have the meaning 
set forth for such terms elsewhere in this Agreement. In the definitions set forth' 
herein the plural includes the singular, and the use of the singular includes the plural/ 

Section 2 . Security Interest . 

(a) Borrower hereby grants to Secured Party security interests in and to 
all of the Collateral Security to secure the payment and performance of the Obligation; : 
such security interests are in addition to, and not in lieu of , any other security interest 
granted, now or hereafter, by Borrower to Secured Party. 

(b) The security interests granted herein by Borrower are collectively 
referred to as the " Security Interest ;" 

Section 3 . Obligation . This Security Agreement and the Security interest 
granted hereby secure the payment and performance of the monetary obligations of 
Borrower (in the capacity of Maker) under the Note. 

Section 4 . Collateral Security: Duty to Supplement Collateral Security . 

(a) The Security Interest granted hereby by Borrower shall cover the 
following collateral: 

(i) All of Borrower's right, title and interest in and to the following 
rights, interest, and property acquired from Secured Party pursuant to the Sales 
Agreement or related thereto: 

(1) the uses, methods and therapies of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatment of infectious and malignant 
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disease (the " Invention "): 

(2) Borrower's rights, powers, interests and title iri the 
methods, uses, procedures, protocols and other matters contained in, related to or 
arising in connection with the subject matter of or otherwise related to said Invention; 

(3) All applications for patent or like protection on said 
Invention by Borrower or Borrower's legal representatives, in any and all countries. 

(4) All patents and like protection hereafter granted on 
said Invention to Borrower or Borrower's legal representatives, in any and all countries 
of the world. 

(5) All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions, and the like of said applications 
and patents and like grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

(6) All rights of action on account of past, present and 
future authorized or unauthorized use of said Invention and for infringement of said 
patents and like protection. 

(7) All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like protection. 

(b) All of the collateral described in this Section 4 is collectively referred 
to as the " Collateral Securitv ." 

(c) The provisions of this Security Agreement shall not be construed to 
permit the sale, assignment, anticipation, encumbrance or other hypothecation or 
disposition in any manner of the Collateral Security or any interest therein until the 
Obligation shall have been satisfied in full. 

(d) Absent both an Event of Default and a Potential Default hereunder, 
and subject to the provisions of Section 7 concerning payment of certain fees and 
expenses authorized by this Security Agreement, Borrower shall have the right to 
receive and own free of any security interest hereunder all income, revenue and 
benefits accruing from the Collateral Security. 

Section 5 . [intentionally omitted] 

Section 6 . Representations and Warranties of Borrower . Borrower hereby 
represents, warrants and covenants that upon execution of this Security Agreement 
and at all times subsequent thereto: 
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(a) Except for the Security Interest granted hereby, to the best of 
Borrower's actual knowledge, Borrower owns the Collateral Security free from any 
lien, security interest, claim or encumbrance. 

(b) Borrower has all requisite corporate power to enter into this Security 
Agreement and any and all other documents executed in connection herewith and to 
pledge the Collateral Security. 

(c) This Security Agreement and any and all other documents executed 
in connection herewith constitute and shall constitute the legal, valid and binding 
obligation of Borrower enforceable in accordance with the terms thereof. 

Section 7. Borrower's Covenants . Borrower further represents, warrants, 
agrees and covenants that: 

(a) Borrower, upon request of Secured Party, will execute, cause to be 
acknowledged and deliver any and all further documents to effect the agreements 
herein contained, and to preserve and protect the Collateral Security and the Security 
Interest and to cause to be delivered to Secured Party the Collateral Security upon the 
occurrence of an Event of Default hereunder, as set forth in Section 8 : and 

(b) Borrower will reimburse to Secured Party all reasonable costs 
incurred by Secured Party in the enforcement of this Security Agreement following an 
Event of Default hereunder, as set forth in Section 8 . 

Section 8 . Events of Default . Borrower shall be in default under this Security 
Agreement upon the occurrence of any of the following events or conditions expressly 
set forth below (each herein an " Event of Default "): 

(a) an event of default of Borrower shall occur under the Note; or 

(b) Borrower shall default in the timely performance of any 
obligation, covenant, agreement or liability contained herein. 

Section 9 . Remedies of Secured Party Upon Event of Default . 

(a) At any time after the occurrence of an Event of Default hereunder. 
Secured Party, may, at its option, do any or all of the following: 

(i) Exercise any or all of Secured Party's rights and remedies under 
this Security Agreement or under the Code with respect to all or any portion of the 
Collateral Security; 

(ii) Exercise any and all of the rights and remedies provided to a 
secured creditor by the Code or at law or in equity; 
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(iii) Terminate Borrower's rights, if any, to possess and exercise 
any rights in and to the Collateral Security. If Secured Party exercises this rennedy, it 
may do all things which, in Secured Party's discretion, are necessary for the 
administration or preservation of the Collateral Security without notice to or approval 
by Borrower, 

(b) In the collection and enforcement of Collateral Security, Secured 
Party is hereby irrevocably and fully empowered by Borrower, as its agent and 
attorney-in-fact, to (i) sue in Borrower's name or in the name of Secured Party or in 
the name of any nominee of Secured Party with respect to the Collateral Security 
pledged hereunder, and (ii) exercise and enforce any and all rights of Borrower and/or 
Secured Party relating to the Collateral Security. 

Section 10 . Parties Bound . The rights of an benefits to Secured Party under 
this Security Agreement shall inure to the benefit of its heirs, legal representatives and 
assigns. The terms of this Security Agreement shall be binding upon the heirs, legal 
representatives and assigns of the parties hereto. All representations, warranties and 
agreements of Borrower shall bind Borrower's heirs, legal representatives and assigns. 
All references herein to Borrower or to Secured Party shall be deemed to include their 
respective heirs, legal representatives and assigns. 

Section 1 1 . Notices . All notices, advices, demands, requests, consents^ 
statements, satisfactions, waivers, designations, refusals, confirmations or denials 
given pursuant to, or in connection with, this Security Agreement must be in writing, 
be either personally served, sent via overnight courier, telecopied, or sent with return 
receipt requested by registered or certified mail with postage (including registration 
or certification charges) and be addressed as set forth in the first sentence of this 
Agreement, or to any such other person or at such other place as Borrower or Secured 
Party may form time to time designate by written notice to the other. 

Any matter so served upon or sent to Secured Party or Borrower in the manner 
aforesaid, shall be deemed sufficiently given for all purposes hereunder on the date 
the same was sent via overnight.courier, personally delivered, or telecopied, or on the 
third (3rd) business day after the same shall have been deposited in a United States 
Post Office, except that notices of changes of address shall not be effective until 
actual receipt. Where no longer notice period is expressly required hereunder, notice 
so given at least five (5) days prior to the related action (or if the Uniform Commercial 
Code elsewhere specifies a longer period, such longer period) shall be deemed 
reasonable. 

Section 12 . Modifications . No provision hereof shall be modified or limited 
except by a written agreement expressly referring hereto and to the provision so 
modified or limited and signed by both parties to this Security Agreement, nor by 
course of conduct, usage of trade or by the law merchant. 
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Section 13 . Severability . The unenforceability of any provision of this Security 
Agreement shall not affect the enforceability or validity of any other provision hereof. 

Section 14. Financing Statement . Secured Party and Secured Party's agent 
are each of them authorized on behalf of Borrower, as Borrower's agent and attorney- 
in-fact for such purpose, to complete and sign one or more financing statements with 
respect to any Collateral Security covered by this Security Agreement and to file the 
same in any appropriate office or place. 

Section 15 . Aoplicable Law . THIS SECURITY AGREEMENT SHALL BE 
CONSTRUED ACCORDING TO THE LAWS OF THE STATE OF TEXAS. 

Section 16. Limitation on Aoreements . All agreements between Borrower and 
Secured Party, whether now existing or hereafter arising and whether written or oral, 
are hereby expressly limited so that in no contingency or event whatsoever, or by 
whatever cause or reason, shall the amount paid, or agreed to be paid to Secured 
Party for the payment or performance of any covenant or obligation contained herein 
or in by other document evidencing, securing or pertaining to the Obligation or the 
Collateral Security, exceed the maximum amount permissible under applicable usury 
law. If from any circumstances whatsoever fulfillment of any provision hereof or of 
any of such other documents, at the time performance of such provisions shall be 
due, shall involve transcending the limit of validity prescribed by usury law, then, ipso 
facto, the obligation to be fulfilled shall be reduced to the limit of such validity, and 
if from any such circumstance Secured Party shall ever receive as interest or 
otherwise an amount which would exceed the highest lawful rate, such amount which 
would be excessive interest shall be added to the Collateral Security, to be held, 
applied and invested and released to Borrower as provided in this Security Agreement. 
All sums paid or agreed to be paid to Secured Party for the use, forbearance or 
detention of any indebtedness of Borrower to Secured Party arising hereunder shall, 
to the extent permitted by applicable usury law, be amortized, prorated, allocated and 
spread throughout the full term of this Security Agreement until performance or 
payment in full of all Obligation so that the actual rate of interest on account of such 
indebtedness in uniform throughout the term thereof. 

Section 17 . Further Assurances . Borrower covenants that it shall deliver any 
and all such further documents, instruments and agreements as Secured Party may 
reasonably require to give effect to the provisions of this Security Agreement, all in 
form and substance reasonably satisfactory to Secured Party. 

Section 1 8 . Cumulative Remedies . All rights, powers and remedies of Secured 
Party under this Security Agreement and any and all other documents, instruments 
and agreements relating thereto are cumulative and not exclusive and shall be in 
addition to any other rights, powers or remedies provided by law or equity. No 
limitations or qualification on any right, power, or remedy of Secured Party any other 
document, instrument or agreement regardless of any conflict between any of the 
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obligations of Borrower under different docunrjents, instrunnents or agreements such 
conflict shall be resolved by permitting Secured Party to enforce the provisions which 
are more favorable to Secured Party, unless it is otherwise expressly stated in one 
such document, instrument or agreement that it supersedes or qualifies such other 
documents, instruments or agreements. 

Sectiqn 19. Counterparts. This Security Agreement may be executed In any 
number of counterparts and by different parties in separate counterparts, each of 
which when which counterparts taken together shall constitute but one and the same 
instrument. 

EXECUTED AND DELIVERED as of the date and year first above written. 

BORROWER: 

TEXAS PHARMACEUTICALS, INC,, a Texas 
corporation ' 




TITLE: 



SECURED PARTY: 
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STATE OF TEXAS 
COUNTY OF S^A K. 



BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the ^tz^ day of March, 
1998. 



Jk 




OHlfNBUSCH 

;I0N EXPIRES 

May 4, 2000 



Notarv^ublic Signature 



'Prir 



Notary Printed Name 
Commission Expires: ^ " 



STATE OF TEXAS 
COUNTY OF 



BEFORE ME, the undersigned authority, on this day personally appeared JAMES 
J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
known to me to be the person whose name is subscribed to the foregoing instrument, 
and acknowledged to me that he executed the same for the purposes and considera- 
tion therein expressed and in the capacity therein stated, as the act and deed of said 
corporation. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the day of March, 

1998. 




PATfy HAMILTON 

state of rexos 
Conrvnission Expires 1 1-9-98 



Notary 



f Public Signature 



gnature 



Notary Printed Name 
Commission Expires:. 
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Warrant n wOOl to Purchase 500,000 shares of Common Stock ($0.01 par value) 

WARRANT OF 

TEXAS PHARMACEUTICALS, INC.. A TEXAS CORPORATiniM 



THIS WARRANT OF TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (this " Warrant ") certifies that, for value received, the Registered 
Owner is entitled, subject to the terms and conditions of this Warrant, until the 
expiration date, to purchase the stated number of shares of the Common Stock, par 
value $0.01 (the " Common Stock ") of TEXAS PHARMACEUTICALS, INC., a Texas 
corporation (the " Corporation ") from the Corporation at the purchase price shown 
below, on delivery of this Warrant to the Corporation with the e)cercise form duly 
executed and payment of the purchase price (in cash or other consideration 
acceptable to the Corporation) for each share purchased. 

REGISTERED OWNER: Nicholas Bachynsky, 701 W. 14th Street,. 

Texarkana, Texas 75501. 

PURCHASE PRICE: . At par. 

EXPIRATION DATE: 3:00 P.M., December 31, 1999, unless 

sooner terminated under this Warrant. 

TERMS 

1" Corporation's Covenants as to Common Stock . Shares deliverable on the 
exercise of this Warrant will, at delivery, be fully paid and non-assessable, free 
from taxes, liens and charges with respect to their purchase. The Corporation 
will take any necessary steps to assure that the par value per share of the 
Common Stock is at all times equal to or less than the then current Warrant 
purchase price per share of the Common Stock issuable pursuant to this 
Warrant. The Corporation shall at all times reserve and hold available sufficient 
shares of Common Stock to satisfy all purchase rights of outstanding options 
and warrants. 

2. Method o f Exercise . The purchase rights represented by this Warrant are 
exercisable solely by the Registered Owner in whole at any time. This Warrant 
does not, prior to exercise, entitle the Registered Owner to any voting rights or 
other rights as a stockholder of the Corporation, or to any other rights 
whatsoever except the rights herein expressed. No dividends or distributions 
are payable or will accrue on this Warrant or the shares available for purchase 
hereunder until this Warrant is exercised. 

3. Transfer . This Warrant is not transferable. The Corporation shall not 
recognize any purported attempt to transfer this Warrant by Registered Owner 
or any other person or authority. 




4. Recogniti on of Registered Owner . The Corporation shall treat the 
Registered Owner as the person exclusively entitled to receive notices and 
otherwise to exercise rights hereunder. 

5. Effect of Certain Events . If the Corporation, by stock dividend, split, 
reverse split, reclassification of shares, or otherwise, changes as a whole the 
outstanding Common Stock into a different number ofclass of shares, then: 

a. the number and class of shares so changed will, for the purposes of this 
Warrant, replace the shares outstanding immediately prior to the change; 
and 

b, the Warrant purchase price in effect, and the number of shares available 
for purchase under this Warrant, immediately prior to the date upon 
which the change becomes effective, shall be proportionately adjusted 
(the price to the nearest cent). Irrespective of any change in the Warrant 
purchase price or the number of shares purchasable under this or any 
other Warrant of like tenor, the Warrants theretofore or thereafter issued 
may continue to express the Warrant purchase price per share and the 
number of shares available for purchase as the Warrant purchase price 
per share and the number of shares available for purchase were 
expressed in the Warrants when initially issued. 

6. Notice of Adjustment . On the happening of an event requiring an adjustment 
of the Warrant purchase price or the shares available for purchase hereunder, 
the Corporation shall forthwith give written notice to the Registered Owner 
stating the adjusted Warrant purchase price and the adjusted number and kind 
of securities or other property available for purchase hereunder resulting from 
the event and setting forth in reasonable detail the method of calculation and 
the facts upon which the calculation is based. The Board of Directors of the 
Corporation, acting in good faith, shall determine the calculation. 

7. Notice and Effect of Dissolution . In case a voluntary or involuntary 
dissolution, liquidation, or winding up of the Corporation is at any time 
proposed, the Corporation shall give written notice to the Registered Owner at 
least thirty (30) days in advance of such event, if possible. Such notice shall 
contain (a) the date on which the transaction is to take place; (b) the record 
date as of which holders of Common Stock will be entitled to receive 
distributions as a result of the transaction; (c) a brief description of the 
transaction; (d) a brief description of the distributions to be made to holders of 
Common Stock as a result of the transaction; and (e) an estimate of the fair 
value of the distribution. On the date of the transaction, if it actually occurs, 
this Warrant and all rights hereunder will terminate if this Warrant has not been 
exercised by the Registered Owner, 
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Noiices. Notices shall be given by first class mail, postage prepaid, 
addressed to the registered owner at the address shown above or other address 
as may be hereafter provided to the Corporation. No notice to warrant holders 
is required except as herein specified. 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




TITLE : P/IFT/ dEA/T 
DATE: 3/c./9f 



EXERCISE FORM 



no be executed by the Registered Owner to exercise the \Narrant] 

The undersigned hereby surrenders and delivers this Warrant to TEXAS 
PHARMACEUTICALS, INC., a Texas corporation, together with the cash payment of 
$5,000.00 (or other consideration acceptable to Corporation) for the purchase of 
500,000 shares of Common Stock or such other number of shares as shall be equal 
to fifty percent (50%) of the total outstanding shares of all classes of stock in TEXAS 
PHARMACEUTICALS, INC., a Texas corporation. 



[Please sign exactly as name appears on Warrant] 

NICHOLAS BACHYNSKY 

Taxpayer ID No. 



Date: BY: 
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SCHEDULE 1 TO ASSIRMMFNT 



INVENTION 



This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron enilsslon 
tomographic metabolic Imaging; and (3) treatment of resistant neoplastic and 
Infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophoresl and respiratory oxygen. Intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines (e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present Invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borreiia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g.. gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of Inducing increased, 
intracellular free radical, flux and hyperthermia. Including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



ATTORNEY REPRESENTATION AGREEMENT 



RE: Assignment of Invention and Related Rights by NICHOLAS 
BACHYNSKY ("Seller") to TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (" Buyer ") . concerning a novel use and method of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease. 

REPRESENTATION . The legal instruments involved in the above- 
referenced sale of invention and related rights have been 
prepared for and on behalf of Buyer by GOODE, CASSEB & JONES, 
a Professional Corporation, Attorneys at Law P' Goode. Casseb 
& Jones ") . The undersigned acknowledges that Goode, Casseb & 
Jones has acted only as counsel to Buyer, and has not, in any 
manner, undertaken to assist or render legal advice to the 
undersigned with respect to this transaction, the subject 
matter of the transaction, or with respect to any of the 
documents or instruments being executed in connection 
therewith. The undersigned further acknowledges that he is 
aware that he may retain his own legal counsel to advise him 
regarding the transaction and/or to review and render advice 
concerning any of the documents or instruments being executed 
in connection therewith and has in fact sought such advice 
from Robert White., Attorney at Law. 

DOCUMENT REVIEWED . The undersigned hereby acknowledges 
receiving and reading a copy of this Attorney Representation 
Agreement and by the undersigned's signature affirms the 
acknowledgment of the undersigned to the accuracy of the above 
statements and the undersigned's agreement thereto. 





AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

THIS AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS fthis 
" Agreement ") is made and entered into as of July 20, 1998 bv aid 

ITI% ^701° W \°4th"5?"" f purposes^f th'is'lgreLeS 

IS c/o 701 W. 14th Street, Texarkana, Bowie County, Texas 75501 
(herein "Seller") , and TEXAS PHARMACEUTICALS, ^iNC.T a Tells 
7of ^S^""^^^ P^^P°^^s of this Agreement is 

" Purchaspr ^ ' Texarkana, Bowie County, Texas 75501 (herein 



FACTS 



Seller has assisted NICHOLAS BACHYNSKY ("BachynsJcv") who with 
the financial support of James J. Naples has been conduc?ina 

^"'^ developing a novel use 'and method o? ?nSSct^^ 
intracellular hyperthermia and free radical flux through the use"of 
dinitrophenol and other mitochondrial uncoupling agents in the 
infectious and malignant disease. Bachynsky and 
Sfi-f »^^ave developed and devised a therapeutic application of 
dinitrophenol and other mitochondrial uncoupling agents for such 
to''?vh?K;4- \ ^^^=^?:iPtion of this therapy is attached as Schedule i 
to Exjibi£_A to this Agreement and the matters described therein 
" ?nventfon ». ^""^ "f erred to herein, collectively, as the 

_ Seller desires to sell Seller's entire right, title and 
ill^fol^^ t'^\'^° ^^"^^ Invention and any and all patents and 
?th^ "P.?r^^'^^''?.'"^T be obtained regarding the Invention 

(the "PatentRo^its") , and Purchaser desires to purchase the Patent 
Rights, upon the terms and conditions hereinafter set forth. 
Bachynsky has previously assigned his entire right, title and 
il^^S^f- ^"^""^ Invention and any and all patents and 

protections which may hereafter be obtained regarding the Invention 
to Purchaser. 

NOW, THEREFORE, in consideration of the mutual benefits to be 
aerived and the representations and warranties, conditions and 
promises herein contained, and other good and valuable 
consideration, the receipt and sufficiency of which are hereby 
acknowledged, and intending to be legally bound hereby, the parties 
agree as follows: 

ARTICLE I 

GENERAL 

Definitions. Unless otherwise stated in this 
Agreement, the following terms shall have the indicated meanings 
(the following definitions to be equally applicable to both the 
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singular and plural forms of any of the terms herein defined): 

" Assets ": The assets, rights, interests and properties 

which are described in Section 1.02 (a) of this Agreement. 

"Assignment": The Assignment from Seller, as assignor, to 
Purchaser, as assignee, in the form attached hereto as Exhibit A . 

"Closing" : The consummation of the purchase and sale 

contemplated by this Agreement. 

"Closing Date"; Tuesday, July 21, 1998 at 11:00 A.M., San 

Antonio, Texas time, or such other date and time upon which the 
parties may agree. 

"Invention"; Seller's invention of a novel use and method of 
inducing intracellular hyperthermia and free radical flux through 
the use of dinitrophenol and other mitochondrial uncoupling agents 
in the treatment of infectious and malignant disease, as more fully 
set forth in Schedule i to the form of Assignment attached hereto 
as Exhibit A . 

"Non-Competition Agreement " ; The Non-Competition Agreement by 
and between Seller and Purchaser in the form attached hereto as 
Exhibit R . 

"Patent Rights"; The Invention, all of Seller's rights 
thereunder and therein, all existing and future patent applications 
relating to the Invention, all patents issued with respect to the 
Invention, all patents to be issued with respect to the Invention, 
all renewals or extensions or continuations of patents or patent 
applications with respect to the Invention, all causes of action 
relating to any use of the Invention and all international rights 
of priority with respect to said Invention and all rights to file 
further applications for patent or patent-like protections for said 
Invention. 

"Purchase Price"; The price to be paid by Purchaser to 
Seller in consideration for the sale by Seller and Purchase by 
Purchaser of the Assets. 

"Records": All of Seller's books, records, papers and 

instruments of whatever nature and wherever located that relate to 
the Patent Rights or which are required or necessary in order for 
Purchaser to fully utilize the economic benefits of the Patent 
Rights and Invention. 

"Stock Warrant" means the Stock Warrant to be tendered by 
Purchaser to Seller as a portion of the Purchase Price, in the form 
as set forth on Exhibit C attached hereto and made a part hereof 
for all purposes. 
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"Transaction": The sale and purchase of the Assets, 

assignment and assumption of certain rights and interests, and 
performance of the covenants, in each case as contemplated by this 
Agreement . 

1.02. Agreement To Purchase and Sell . 

(a) On and subject to the terms and conditions of this 
Agreement, Seller agrees to sell, convey, transfer, assign and 
deliver to Purchaser, and Purchaser agrees to purchase from Seller, 
the Invention, Patent Rights and Records. ' 

(b) Seller agrees to enter into and be bound by the Non- 
Competition Agreement. 

(c) Seller agrees to indemnify and hold harmless Purchaser in 
accordance with the terms of this Agreement. 

1»03. Purchase Price . TEN DOLLARS ($10.00) and other 

good and valuable consideration, as described below. 

1^04. Payment of Purchase Price . The Purchase Price 

shall be payable to Seller by Purchaser as follows: 

(a) On or before the Closing Date, James J. Naples has paid 
in excess of the sum of $165,000.00 in research and testing fees to 
the Cancer Therapy and Research Center in San Antonio, Texas, and 
to research laboratoriies in Syracuse, New York, to or for the 
benefit of Seller and for other purposes related to such research 
and testing and for development of the patent application covering 
the Invention. It is understood and agreed that Purchaser is 
presently entitled to a credit against the cash consideration 
payable to Seller by virtue of these cash payments or obligations 
incurred by James J. Naples to or for the benefit of Seller and/or 
the Invention prior to the date of this Agreement. Payments were 
made by James J. Naples prior to the date of this Agreement, and 
prior to the date of incorporation of Purchaser, in anticipation of 
this Agreement to fund the costs of research and development of the 
Invention. 

(b) Prior to the Closing Date and to the incorporation of 
Purchaser, James J. Naples has, from time to time, advanced monies 
for the benefit of Seller; it is understood and agreed that 
Purchaser is presently entitled to a credit against the cash 
consideration payable to Seller by virtue of these cash payments or 
obligations incurred by James J. Naples to or for the benefit of 
Seller prior to the date of this Agreement. 

(c) On the Closing Date, Purchaser will deliver to Seller a 
stock warrant authorizing Seller to purchase, for par value of 
$0.01, 250,000 shares of common stock in Purchaser, being twenty- 
five percent (25%) of the total issued and outstanding stock in 
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Purchaser, in the form and upon the terms set forth in Exhibit r . 



No Assumption of T. iabil i ti . bv Durcha«iP r.<= 
Assets, Purchaser takes the assets free of anv i • 

interests of third parties. ^ claims, liens or 

No Proration of Ta xes; nff^oi- If anv tavp« 

any kind are assessed against any of the Assets 1 ^ 
such sums to the appropriate taxing authoritfes when due prior''?^ 

^'^^ Instruments of T ransfer; FuT-t-^ or- Assuranr-^.! Tr, «>./i«v. ^-^ 

g;?T,^y^-"to''l>7"y^^"^^°"- °" Closing D\T;\Tr s e?Lryhai; 

purchaser an executed and acknowledged, where 

SseiS- and rbV?i"^M °^ Assignment, covering \ll o? the 

at all t^Ll K^ Non-Competition Agreement. At the Closing, and 
execute and nliT^^^^t'' "^l^ necessary. Seller agrees to 
?^ansf ers 2t ™f S i ^° Purchaser such other instruments or 
transfers as may be reasonably necessary to vest in Purchaser aood 
and indefeasible title to the Assets and to co^^ly with ^?he 
purposes and intent of this Agreement. compiy witn the 

ARTICLE II 

REPRES ENTATIONS AND WAPPawTTPc 

V Representations and Warranties nf Seller s^ripr- 

hereby represents" and warrants to Purchaser that the folium 
matters are true and correct on the date of this Agreement and wUl 
LVeTn rd :rorth»e:^^^ ^^^^ t^er^Jf^rariJ 

oblig^?ion^o^^e\^~n\o?c^^^^^^^^^ 

orthe^Lteni"^^ than seller has any interest in or oS^^rship 

equitable cfaii^''.;^ °^ ''^^ °^ Agreement other than 

equitable claims of Purchaser and/or James J. Naples bv virtue of 

Jn^entt^n?'"^ '""^ ^"^^ °' ""^^^^^^ developLni o^ the 

^v. Seller has good and indefeasible title to the Assets 

free and clear of all liens and claims of third parties a^d n^ 
pH^chas^er"^^ "^"^ "^^^ ^° Asset^s'^Juplrfor So 

(c) There are no claims, actions, suits or proceedinocs 
pending or threatened against Seller which involve any of ?hl 




Assess. 

(d) Seller has complied in all respects with all applicable 
laws ordinances, regulations, statutes, rules and restrictions 
relating to the Assets, or any part thereof. 

(e) There is no fact known to Seller which has specific 
application to this Transaction or the Assets which could have a 
material adverse effect on the Assets, the ability of Purchaser 
obtaining a patent on the Invention, the title of Purchaser in and 
to the Assets from and after the Closing or any other matter which 
would adversely impact Purchaser in connection with the Assets. 

(f) Seller may execute, deliver and perform this Agreement 
without the necessity of Seller obtaining any consent, approval, 
authorization or waiver or giving notice or otherwise, except for 
such consents, approvals, authorizations, waivers and notices which 
have been obtained and are unconditional and such notices which 
have been given. 

(g) Seller has not incurred any trade payables which have not 
been disclosed to Purchaser and shall pay or otherwise satisfy all 
other claims and liabilities relating to the Assets incurred 
through the Closing Date. SELLER AGREES AND DOES HEREBY INDEMNIFY 
AND HOLD PURCHASER HARMLESS FROM AND AGAINST ALL CLAIMS, LOSSES, 
DEMANDS, DAMAGES, LIABILITIES, COSTS AND EXPENSES RESULTING FROM OR 
RELATING TO ANY CLAIM MADE AGAINST PURCHASER ARISING FROM SELLER'S 
BREACH OF THIS AGREEMENT OR ANY OP ITS TERMS, SUCH AGREEMENT TO 
SURVIVE THE CLOSING OR ANY TERMINATION OF THIS AGREEMENT. 

2.02 Representations and Warranties of Purchaser . 

Purchaser represents and warrants to Seller that the following are 
true and correct on the date of this Agreement and will be true and 
correct through the Closing Date, as if made on and as of that 
date : 

(a) This Agreement and the Stock Warrant constitute the 
legal, valid and binding obligations of Purchaser, enforceable in 
accordance with their terms. 

(b) Purchaser may execute, deliver and perform this Agreement 
without the necessity of Purchaser obtaining any consent, approval, 
authorization or waiver or giving notice or otherwise, except for 
such consents, approvals, authorizations, waivers and notices which 
have been obtained and are unconditional and such notices which 
have been given. 

(c) Purchaser may execute, deliver and perform the Stock 
Warrant without the necessity of Purchaser obtaining any consent, 
approval, authorization or waiver or giving notice or otherwise, 
except such of the foregoing which have been given. 
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ARTICLE III 

CONDITIONS OF CT.OSTNf; 

3.01. Conditions Imposed by Purchaser , The obligations 

Of Purchaser to consummate the purchase and sale under this 
Agreement are subject to the satisfaction of the following 
conditions, each of which may be waived in writing by Purchaser: 

(a) Seller shall have delivered to Purchaser the dulv 
executed and acknowledged Assignment. 

(b) Seller shall have delivered to Purchaser the duly 
executed and acknowledged the Non-Competition Agreement. 

(c) Seller shall have performed the covenants, agreements and 
obligations necessary to be performed by Seller under this 
Agreement prior to the Closing Date. 

ARTICLE IV 



CLOSING DATE 
4.01. Closing Date . 

(a) Subject to the right of Seller and Purchaser to terminate 
this Agreement pursuant to Section 5.02. hereof, the Closing for 
the consummation of the purchase and sale contemplated by this 
Agreement will, unless another date is agreed to in writing by 
Seller and Purchaser, take place on the Closing Date. 

(b) For all purposes hereof, the term " the Effective Time of 
Closing " shall occur upon the delivery to Purchaser of the 
Assignment and the Non-Competition Agreement and the other 
documents as contemplated herein on the Closing Date. 

lOlTICLE V 

MISCELLANEOUS 



Further Actions . From time to time, as and when 
reguested by Purchaser or Seller, Seller or Purchaser shall execute 
and deliver, or cause to be executed and delivered, such documents 
and instruments and shall take, or cause to be taken, such further 
or other actions as may be reasonably necessary to effectuate the 
Transaction and transfer, assign and deliver to Purchaser, or 
Purchaser's assigns, the Assets (or to evidence the foregoing) and 
to consummate and to effect the other transactions expressly 
required to be performed by Seller hereunder. 



5.02. No Broker. 



Seller and Piarchaser. represent and 
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^^^^^"t to the other that they have no obligation or liabim-^ 

commissions or finder's fees or r-inVho ^^K.--^ brokerage 
^nr.^sL.T.:^^ ierS-.^^^^^^" thL%/ee^i!ft o°? 

herein;°s;iler a^^hase^sTa^reachT^^^^^ ^^T^^^ 
accounting fees and other costs and expenses with r^^^^ ^v^' 
negotiation, execution and the de?ive?y o? ?his Ac^SpSIS^ 
consummation of the transactions hlrtlldll. Agreement and the 

heret^rre inte»^^«tiesTs%n^j:aTeVp"^^^ 
entire agreement between Seller and Purchaser with respect to Hi 
o^a^^r^ wrTtteT""^'"^"^^^ ^^'^ Agreement and sup«"edl all priS? 
rSspect thereto. arrangements or understandings ^itS 

^ Descriptive Headings. The descriptive headinas of 
SfLt^ thT^il ^-^ convenience only and shalfnot control o^ 

Agreement construction of any provision of this 

are reouf;^^ ,^11 notices or other communications which 

are required or permitted hereunder shall be in writino j,nrt chaii 

simiiar racsimile means, by reaistered or n^^r-t-i -f-i ^^^i / "-^^ 

prepaid and return receipt"^ requls?elf /or by /^^^^^^^ 

delivery service, addressed to the addresses ^of the parties IhoSn 

eX?%artv\^hfll^r""""' "S"""^ and' iuLS^Is 

St™ 4-^ JL^ ^^^^^ previously designated by written notice 

N^^fces shal! bl'^ir ""T^' l^" """"^^ hereinabove set ^orJh 
4. V ^® tieemed given when received, if sent bv telearam 

recSit bv CO?/- ^'^/i-ilf^. facsimile means \conf frmatL^'ol^suc^ 
receipt by confirmed facsimile transmission being deemed receint o? 
an^X^n^''^°•"^ ^^."^ telecopy or other^facsTmii; meai^s?- 

de?iverv whor^H^ -"^ receipted for (or upon the date of at?emp?id 
e^Jes^ cour^ p/^oV^'h''^ refused), if hand-delivered, sent by 
rSIs?ered man. ''"'^^ °^ """^ certified or 

GOVERNING TAW . THIS AGREEMENT SHATT RF rovT?PTMT?n nv 
IN ACCORDANCE WITH THE llws OF TOE stItE O^^^ 
(OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF) 
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5.08. Waivers and Amendments . Any waiver of any term or 

condition of this Agreement, or any amendment or supplementation of 
this Agreement, shall be effective only if in writing. A waiver of 
any breach or failure to enforce any of the terms or conditions of 
this Agreement shall not in any way affect, limit or waive a 
party's rights hereunder at any time to enforce strict compliance 
thereafter with every term or condition of this Agreement. 

5-09. Illegalities . In the event that any provision 

contained in this Agreement shall be determined to be invalid, 
illegal or unenforceable in any respect for any reason, the 
validity, legality and enforceability of any such provision in 
every other respect and the remaining provisions of this Agreement 
shall not, at the election of the party for whose benefit the 
provision exists, be in any way impaired. 

5.10. Counterparts . This Agreement may be executed in any 
number of counterparts, and each such counterpart hereof shall be 
deemed to be an original instrument, but all such counterparts 
together shall constitute but one Agreement. Facsimiles of 
signatures shall be deemed as original signatures. 

5.11. Survival; Exclusivity of Remedies . The represen- 
tations and warranties, covenants and agreements of the parties 
hereto shall survive the Closing. 

5.12 Assignment by Purchaser . Purchaser may assign 

Purchaser's rights under this Agreement without restriction of any 
kind. Any assignee of Purchaser's rights hereunder shall succeed 
to all of the rights, powers, duties, benefits and obligations of 
Purchaser hereunder. 

IN WITNESS WHEREOF, the undersigned have executed this 
Agreement as of the date first above written. 



PURCHASER: 
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iSTATl! OF TEXAS 



COUNTY OF 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 



of 




;n ^der my hand and seal of office, this the 

, 1998. 



day 



W PAIROMLREVNOIDS 

_ STATEOFTEXAS 
^liy CemnWon Exptrw W»W 



Notary Public Signatur4^ 



Notary Printed Name / , 
Commission Expires: ^/^M^ 



STATE OF TEXAS 
COUNTY OF h^m^ 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared JAMES J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., 
a Texas corporation, known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
he executed the same for the purposes and consideration therein 
expressed and in the capacity therein stated, as the act and deed 
of said corporation. 



GIVEN 



Of 



MY HAND AND SEAL OF OFFICE, 



^3 


V 'Any HAMILTON 




OemMnion&ipiRMtl#4l 




blic Signature 



Notary Printed Name 
Commission Expires: LI 
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EXHIBIT A 
TO 

AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 



ASSIGNMENT 



DATE: 



July 21, 1998 



ASSIGNOR: 



WOODIE ROY 

c/o 701 W. 14th Street 
Texarkana, Texas 75501 



ASSIGNEE: 



TEXAS PHARMACEUTICALS, INC 
701 W, 14th Street 
Texarkana, Texas 75501 



a Texas corporation 



In consideration of Ten Dollars ($10.00) cash in hand paid to 



sufficiency of which is hereby acknowledged, I, WOODIE ROY 

(hereinafter called " Assignor " ) , who have made an invention of a 

novel use and method of inducing intracellular hyperthermia and 

free radical flux through the use of dinitrophenol and other 

mitochondrial uncoupling agents in the treatment of infectious and 

malignant disease, assign, sell, transfer and convey to TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address is 1314 

Main Street, Texarkana, Bowie County, Texas 75501 (hereinafter 

called " Assignee " ) , its successors and assigns. Assignor's entire 

right, title and interest in and to the following rights, interest, 

and property (hereinafter collectively called the "Rights") : 

1, Assignor's invention of uses, methods and therapies of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, 
powers, interests and title in and to the methods, uses and 
processes described in Schedule 1 attached to this Assignment, 



me and other good and valuable consideration, the receipt and 



(collectively, herein called the " Invent ion 'M . 

2. All applications for patent or like protection on said 
Invention that have been or may in the future be made by 
Assignor or Assignor's legal representatives, in any and all 
countries . 

3. All patients and like protection that have been or may in the 
future be granted on said Invention to Assignor or Assignor's 
legal representatives, in any and all countries of the world. 

4. All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions and the 
like of said applications and patents and similar rights or 
grants, .including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future 
authorized or unauthorized use of said Invention and for 
infringement of said patents and like protection. 

6. The right of Assignee to file in his name disclosure 
documents, applications for patents and like protection for 
said Invention in any country and countries in the world. 

7. All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like 
protection. 



TO HAVE AND TO HOLD the Rights unto the Assignee, its 
successors and assigns forever, and Assignor does hereby bind 
himself, his heirs, legal representatives and assigns, to forever 
WARRANT and DEFEND the title to the Rights unto the said Assignee, 
its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate 
with Assignee such that Assignee may enjoy to the fullest extent 
the benefit of this Assignment. Such cooperation shall include, 
but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed 
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necessary or desirable by Assignee to perfect the right, title and 
interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, 
specifications, declarations or other papers that are deemed 
necessary or desirable by Assignee for filing and prosecuting 
patent applications, for filing and prosecuting substitute, 
division, continuing, or additional applications in the United 
States and/or all foreign countries, for filing and prosecuting 
applications for reissuance or reexamination of letters patent, and 
for interference proceedings involving and covering any of the 
Rights , and 

3. Assignor's prompt assistance and cooperation, including but 
not limited to execution of documents and testifying, in the 
prosecution of legal proceedings involving any of the Rights, 
including, but not limited to, patent prosecution, interference 
proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition 
court actions, trade secret court actions, public use proceedings, 
slander, license breach and royalty collection proceedings and 
other legal proceedings. 

Assignor warrants that Assignor has the right to make the 
assignment set forth herein and that no other person or entity has 
any rights of ownership or claim to thie subject matter of this 
Assignment as of the date of this Assignment. This Assignment is 
binding upon Assignor, Assignor's heirs, administrators, executors, 
successors, trustees, devisees and assigns and inures to and for 
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the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at 
the time and place indicated below opposite the signature: 



(Goodie roy 




Date : ^^^(^-^ 



STATE OF TEXAS § 
COXJNTY OF ^i)00)l^ 1 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 

OTVEN UNDER MY HAND AND SEAL OF OFFICE, this the 

Of V^/Ja^^ , 1998. 

No^Eaty Public Signatui^ 



(SEAL] Notary Public Signatuj 



Notary Printed Name 




Coimnission 



Expires :. 
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SCHEDULE 1 TO ASSIGNMENT 



INVENTION 



This invention provides a nnedical nnethod for: (1) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites {e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodoIogy of this process in an algorithm. 



ouncanAix^tU; MITOCHUNUKXAL UNCOUPLING METHUU 
FOR DIAGNOSIS OR TREATMENT OF INFECTIOUS AND MALIGNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERI.V 

* Coofirmed Diagnosis by culcure, PCR, or 
hiscopachology ; specific serology. 

* Known Tcmperacurc and Heacing Time 
required for Inaccivaclon, e.g., 
Treponema pallidum (syphllls)- 
4l.5*C 3 I hour; Borrella burgdor- 
feri (Lyme D isease) -4 1 . 5 'C i3 I hour; 
Echinococcus mulcilocularls (Hydacld . 
lncescacioa)-4l "C Q 15 ninuces; HIV. 
chronically infected (provlrus) cells 
(cissue cul£ure)-42*C 8 10 hours, wlch 
rccombinanc TNF-a, 42*C 3 3 hours. 
tCaposi's sarcoma , HIV loCeccion in che 
paclenc-42*C ^ 2 hours/44*C :? 15 olnuces. 

* UaVuiovn Teaperacure and Ueaciog Tiae 
required for inaccivaclon of neoplasms,, 
or ocher infeccious agencs, deceralned 
by prediccive - assay of biopsy/culcure; 
generally, creacaenc cemperacure/ c ine 
will be decreased due co endogenous un* 
coupling also occurring in cargeced 
biologic syscea (excepc viral). 



CLINICAL CRITERIA 

* Blscory of cardiac, hepaclc, pulmonary 
renal, CNS, malignanc hyperchermia , or 
endocrine disease,, i.e., exclusion oC 
paciencs-congescive hearc failure, severe 
dysrhychmias ; alcoholic or ocher hepacicis 
wlch elevaced b 11 irubin/enzymes ; known 
endocrinopachies o: briccle diabeces, 
pheochromocy coma, ecc; medicacions known 
CO sciaulace che physiologic response of 
hypermecabolic scace and hypercher^ala, c -g. , 
vascular conscriccors , anr ichollnerglcs , 
calcium channel blocker, ecc. 

* Pulmonary, renal, hepaclc funccioa cescs; 
chesc X-ray; C3C vich placelec counc; Chea 
profile uich Ca"*^, Mg*^. PO^"; exercise- 
sulwlgaced cardiac radionucleocide scan 
vich cescing ejeccion craccion ot ac lease 
i5", and no deceriorazion upon exercise, 

* Enhancing or seostcixtng agcacs co increase 
cherapeucic gain, i.e., use of Ionising 
radiacion, cheaocherapy . drugs, or biologic 
modifiers (synergiscic or addicive). 



METHOD PROTOCOL 



I TREATMENT 1 



BASELINE & MONITORED 



Oxygen consumpcloa/lncrease , precedes core t 
ceriperature Increase by 4 minuces; prolonged 
or high risk pacienc-add icional sonicorlng o: 
cissue oxygenacion by gascric pH, NMR, ?£T or 
Infrared spec: roscopy , ear oxiaecry, blood gas. 



Diaicrophenol , dosage & schedule 
on "Biologic /Clinical Criceria"; 
XV (or r.M-SC) cesc dose (Img/kg) 
by VC2 response- lai O2/sec-20 vaccs 
comon IV dosage, l-5mg/kg, q hr, 
?0 2X greacer q 6-12 hr; B^^R i heac * Core ccmperacurc, esophageal, reccal, bladder 
dlssipacion aodify dose/schedule. cachecer cheraiscors- 



Ocher mitochondrial uncoupling 
agencs. Increased pocency/more 
localized effect, e.g., FCCP, CCC?, 
perf luorooccaae sulfonamide, SF- < 
63A7; long chain faccy acids, and 
brown :ac " cheraogln" , ecc. 



* Cardiac funccioa. concinous display of rhythn. 
race, blood pressure and respiratory race; 
Swan-Canz cachecer for high risk pacienc. 



MANAGEMENT 

Oxygen (1002) 5 ^-6 licers/ainuce via 
nasal car.nula/face mask. 

Heac control with evaporation preventing- 
vacer absorbing blankets/plastic liners; 
cooling concrol-lf needed with tepid H^O 
spray and/or fan evaporative loss; use of 
P.O. propylthiouracil (PTU);. Decadron-I.V. 

* Intravenous fluids » i.e.» .35Z Saline, 
D-Wi-iN'S, supplemented with appropriace 
milliequlvalents of iC^, PO Mg**^; fluid 



Renal output/function, maintain at lease L-1..5nL '^^^ compensate for evaporative and 
per kg /hour; observe for possible myoglobinuria "-i^ary losses, maintain 3?. 



and monitor fluid input/output - 



Modulacing-coQCrolling agencs, 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
. 5-lOag/hr-IV ; dopamine(l-LO micro- 
graas/kg/min) ; insulin-dose based 
on blood glucose; dobutamlne (1-15 
micrograms/kg/min) ; amrinone (5-7.5 serum creatinine 
microgratns/kg/min); Isoproterenol 
(.5-2 micrograms/min). 



Gepatic funccioa tests, at target ccctpe ra^ure ; 
losoensyme fractionation if tumor lysis is a 
consideration. 



CHS agitation, anxiety, possible seizure pro- 
phylaxis. 

Blood chcmiscry/elcccrolytes-glucose. , 



* Arrhythmia control, if needed-use of non- 
negative inotropic, or drugs that cannot 
cause cardiac decompensation in hypermeca 
bolic state e.g., lidocaine; avoidance of 
beta blockers and Ca"*"*" channel blockers. 

* Anxiety, possible seizure control with 
l.V. vallum, thiopental; avoidance of 
drugs vich atropine like effects or major 
anti-psychotic drugs. 



MEDICAL USES 




DIACHOSIS - £nhanceacnc 
of NKR. PCT, & Sear- 
Infrared Spectroscopy. 



THEJtAFT OF IKFECTIOUS 
& MAl.£CHAirT DISEASE' 
(dosage/fr«quency of 
uncoupling agent will 
b« d«C€rBla«d by che 
specific agent created 
4 us« of ■odulaeing, 
eohaoclag. or ocher 
coablncd therapy drugs. 



^Senslcivtcy Increased by enhanced aecabollc differences 
becyeen diseased/normal clssues. I.e.. 0,, glucose, faccy 
acid. AT?, phosphocreacioe & specific suoscrace consuapt 
Ion; lactic acid, free radical producclon; early dlagnos 
& predlccablllcy of disease creacaenc paraoiecers/succes 



->-PAXASmc (See Illus:ra;ive Exaaple) 



4L.5*C/t hr ^or VftACTEMAl. Qorrelia burgdorferi) 
42*C/2 CO 8 hrs (or less) ^VTRAL (HIV) 



Based on predictive blopsv and use of radta elon, j-tnj)rLA5TTr 
chcvocheraov or biologic response aodtflers 



BEST AVAILABLE COPY 



XLLUSTRATi.VE METHOD/ USE EXAMPLE - 



. ^^^L whicej^ss male, huncing dog cralner, prBlced wich righc upper 
quadraac abdominal pain. Hiscory revealed pasc(24 nonch old) hepacic "cysc" sureerv 
and creacmenc wich albendazole (only I dose was given because of anaphylaccic refcc- 
xon). He denied hiscory of weighc loss, pulmonary, cardiac or neurologic disease 
Upon physical exa^inacion. he had a weighc of 198 pounds (90 Kg), heighc of 5' II" 
blood pressure 140/80. pulse-76 and regular, respiracions l8/mLuce. Ind oral 
cemperacure of 37.3 C. Laboratory scudies. including hepacic. renal, pulmonary and 
cardiac funccion cescs were normal; complece blood counc was unremarkable excepc 
for 20% eosinophilia. Ulcrasound and nuclear magnecic . resonance of che liver re- 
vealed 4 (2-3 cm. in diamecer) cyscs in che mid-righc lobe; ELISA serology showed 
a diagnoscic cicer specific for Hydacid disease wich Echinococcus mulcilocularis . 
The pacienc refused co encercain any additional surgery or albendazole therapy. 

Afcer clinical assessmenc and CreaCmenc evaluation, i.e.. Echinococcus mulcilocu- 
laris procoscoleces and germinal layers are destroyed at A1»C/15 minuces. whereas 
liver-hepacocytes withstand temperatures of A2'C co AA'C for known periods of 20 
hours and 15 minuces r.especcively . the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and intravenous fluids of 0.85 normal saline containing 9 millimolar kIk) 
7 milliequivalents of id", and 2cc of 50Z saturated solution of Mg,SO, /liter , were^^ 
infused at a race of 12cc/kg/hr. Urine output was maincained ac llc/^g/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minuces within 0.1=0. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, wich 1 mg given prior to DNP. 

The pacient was covered with a water absorbing polyechelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO.) was determined using a 3 minute 

n°\\7'tHrn after intravenous administration of 90 mg of dinitrophenol 

(2% DNP/5%NaHC03 at 1 mg/kg) . and de cerminacion chac there was no untoward or idio- 
syncratic reaction, an additional 90 mg of 2.4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was mrused. Monitored physiologic parameters are shown in the Table below. 
An additional VO^ rate was obtained five minutes . after the second dose of DNP and the 
patient was tnereafter placed on LOOZ 0 via nasal canula. Target core temperature was 
maintained by occasional exposure of a fimb and/or decreasing the glucagon infusion rate 
to 0.25 mg/hour. Artec the patient was • maintained at a core temperature of A1.3'C for 
20 minuces, the creataient was cerminaced by removing the blanket and permitting eva- 
porative and radiant heat loss to return the body temperature to a normothermic level. 

TABLE 

ltoalcar<4 CUaluX 0<» Ob tUCoc^aa<lcUl OlKau>lUix 0»€/K.t!io<l la tUvucriclv. Euapl. 
(TtaiCMac of Hydactd dlJ<Ji<-EcMnaca<ct>* xulctlacvljcts) 



CaLnue«s} 




(^rc«cha/aia) ^ 


Conauapcioa 

(al/alo) 


Cardiac Lac* 
(b<acs/alo} 


Urtae Oucpuc 
(cacal al) 


-M 


I.v. Tui4% ' .aj: 


19 


290 


73 




-30 


CLucaioa-I7 3rl^ 
i 2=f/hour 


:o 




73 




0 
2 


IV la i.S«: 3! iLSiSCCj 
[prepared ^/ il<»oI«lsi 
2.3c» 3^7(13: H,0} la M 


20 
2% 

=) 


330 


83 
92 


33 


} 


2.(-^lat:ro7h«aol-90cs 
IV Irt i.Jal o: jZXaHOj 


2& 




93 




10 


Fluids lacrcaatd Ca 
1.2 L/^our; tcarc Oj 


30 


630 


IIO 


15 


20 




30 




120 


15 


40 


d«efejfcd sa 0.)«t/hr 


30 




133 


23 


60 


Cluej£oa dl«eancinu«d 


30 




140 


30 


120 


tV fluli dls«3nclnu«J 


2i 




too 


93 



Core Teap. Ocbcr 
CO (rcurkj) 



37.1 rUida 9 L0-I2ce 

per kc/hour. 

37.1 Kcpadc X;«bs C7Cla 

sclsulacton. 

37.4 Covered wich polj- 
cch/icnc blan'ct:. 

37.3 Increaaed O^ eoa- 

luapcloa precedes 



37.5 



teap. aleva&loa. 



39.4 A£ctr VOjdeeeralaed 

ICOl Oj 9 4 L/ala . 
40 3 naaal cannula. 

4[.* Lower wxcrealC/ 1« 

parttall/ eapoecd. 

41.2 31jAkce resoVed 

33.4 All charalecors 



J,/ Vjrtacionj oi ch« abov« u$«/aechod. I.e., proeocol cvaLuacLon, aonLCortng, acdteaclons/dosdccs 
Clao 4 ceap«r«curc of atcochondrlaL uncoupltng, will be ncceasLcaced by clinical and caraeced ' 



r^ec 

' la). 



bloloclc s/scaa crvacscnc faccors. Such varlaclons for creacacnc of ocher paraslclc (• b Malar 
baccerlal (•.«., Lyo«. HMt\S9r\% dUcaicl , viral (e.g., HtV) and ncoplafclc dljcase will occur ro 
Choso akLlled Irt ch« arc of ■adtclnc, and will b« •ore fully described che paccnc appUcaclon 



OCTOBER 16, 2001 

FULBRIGHT & JAWORSKI LLP 
DAVID L. FOX 

13 01 MCKINNEY; suite 5100 
HOUSTON, TX 77010-3095 
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REFERENCED BELOW. 
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PRESENT IN THE PATENT AND TRADEMARK ASSIGNMENT SYSTEM, IF YOU SHOULD 
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CONTACT THE EMPLOYEE WHOSE NAME APPEARS ON THIS NOTICE AT 703-308-9723. 
PLEASE SEND REQUEST FOR CORRECTION TO: U.S. PATENT AND TRADEMARK OFFICE, 
ASSIGNMENT DIVISION, BOX ASSIGNMENTS, CG-4, 1213 JEFFERSON DAVIS HWY, 
SUITE 320, WASHINGTON, D.C. 20231. 
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To the Honorable Commissioner oi raicuta »uw xrademarks: 
Please record the attached original documents or copy thereof. 



1 . Name of conveying party(ies): 
Woodie Roy 

Additional name(s) of conveying party(ies) attached? 
□ Yes la No 



3. Nature of Conveyance: 

la Assignment ^ Merger 

□ Security Agreement □ Change of Name 

□ Other 



Execution Date: Julv21, 1998 



2. Name and address of receiving party(ies): 
Name : Texas Pharmaceuticals, Inc. 



Internal Address: 

Street Address: 701 W. 4*^ Street 



City:_ 



Texarkana 



State: TX 



Zip: 75501 



Additional name(s) & address(es) attached? 
□ Yes S No 



4. Application number(s) or patent number{s): PCT/US99/16940 
If this document is being filed together with a new application, the 

execution date of the application is: ^ 

A. Patent Application No.(s): | B. Patent No.(s) 

Additional numbers attached? □ Yes 13 No 



5. Name and address of party to whom correspondence 
concerning document should be mailed: 

Name: David L. Fox 


6. Total number of applications and patents involved: 
2 


Tntpmal Address: Fulbriffht & Jaworski LLP 


7 Tntal fPft (^7 nFR ^.4n: $ 40.00 


f^trppt AHrfress! 1301 McKinnev 


E] Enclosed 

□ Authorized to be charged to deposit account 
8. Deposit account number: 

(Attach duplicate copy of this page if paying by deposit account) 


Suite 5100 


Citv: Houston 


State: TX Zip: 77010-3095 





DO NOT USE THIS SPACE 



9. Statement and signature. ^ , , . 

To the best of my knowledge and belief, the foregoing information is tnvz and correct and any attached copy is a 
true copy of the original document^ ^ ^^.^f^^y ^^^^^^ 



10/11/2001 PVOLPC ^OQOC 
02 FC:581 




ot ii'erson Signing 
40-00 OP 



Signature 



17 July 2000 



Date 



Total numbel of pages including cover sheet, attachments, and document 
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Mail documents to be recorded with required cover sheet information to: 
Commissioner of Patents & Trademarks, Box Assignments 
Washington, D.C. 20231 



EXHIBIT B TO AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

NON-COMPETmON AGREEMENT 

THIS NON-COMPETITION AGREEMENT (this " Agreement ") dated as of 
July 21, 1998, is by and between WOODIE ROY, whose address for the 
purposes of this Agreement is c/o 701 W. 14th Street, Texarkana, 
Bowie County, Texas 75501 (the "Seller") and TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie 
County, Texas 75501 (the "Purchaser"). 

RECITALS: 

A. Seller and Purchaser have entered into an Agreement For 
Sale of Invention and Related Rights dated as of July 20, 1998 (the 
" Sales Agreement ") pursuant to which, among other things, Purchaser 
has agreed to purchase from Seller, and Seller has agreed to sell 
to Purchaser, certain assets of Seller described therein, including 
(without limitation) Seller's invention of a use and method of 
inducing intracellular hyperthermia and free radical flux through 
the use of dinitrophenol and other mitochondrial uncoupling agents 
in the treatment of infectious and malignant disease (the 
" Invention ") and all rights of Seller under any and all disclosure 
documents, patents and patent applications relating thereto in all 
countries of the world and all other rights related to the 
Invention (the "Assets"). 

B. Seller possesses certain confidential information 
relating to the Invention which is proprietary in nature and which 
is not and will not be generally disclosed. To induce Purchaser to 
enter into the Sales Agreement and to purchase Seller's Assets, 
Seller has agreed to enter into this Agreement to assure Purchaser 
that Seller will not use Seller's confidential information in a 
manner which will injure the commercial value of the Invention or 
the Assets. 

NOW, THEREFORE, in consideration of the premises and other 
good and valuable consideration, the receipt and sufficiency of 
which are hereby acknowledged. Seller and Purchaser hereby covenant 
and agree as follows: 

1. . Covenant Not To Compete . Seller hereby covenants that 
commencing upon the date hereof and continuing until November 1, 
2005, Seller shall not, unless acting as an employee or licensee of 
the Purchaser, own, manage, operate, join, control or participate 
in, directly or indirectly, or derive any benefits whatever from, 
or be an officer, director, employee, partner, agent, consultant or 
shareholder of, any business engaged in any activity that is in 
"Competition" in any manner whatsoever with the business of 
Purchaser in the "Specified Geographical Area," and Seller shall 
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not render assistance or advice to any person, firm or enterprise 
which is so engaged. For purposes of this paragraph, 

(a) " Competition " means the treatment of patients using 
methods covered by the Invention or otherwise using 
dinitrophenol or other mitochondrial uncoupling agents; and 

(b) " Specified Geographical Area " means the United 
States of America and any location in any country in which 
Purchaser holds a patent or patent application upon the 
Invention or rights to assert patent protection under any 
international treaty or law. 

2. Payments in Consideration of Covenant Not To Compete . In 
consideration of the covenants of Seller set forth in paragraph 1 
above. Purchaser has purchased . from Seller the Assets for the 
consideration set forth in the Sales Agreement. 

3. Entire Agreement . This Agreement constitutes the entire 
agreement between the parties hereto with respect to the subject 
matter of this Agreement and supersedes and is in full substitution 
for any and all prior agreements and understandings whether written 
or oral between said parties relating to the subject matter of this 
Agreement, except as set forth in the Sales Agreement. 

4. Amendment . This Agreement may not be amended or modified 
in any respect except by an agreement in writing executed by the 
parties in the same manner as this Agreement. 

5. Assignment . This Agreement may be assigned without the 
consent of Seller in connection with the sale, transfer or other 
assignment of all or substantially all of the assets acquired by 
the Purchaser from the Seller under the Sales Agreement. 

6. Heirs and Successors . This Agreement shall be binding 
upon and shall inure to the benefit of and be enforceable by each 
of the parties and their respective heirs, legal representatives, 
successors and assigns. 

7. Invalid Provisions . If any provision of this Agreement 
is held to be illegal, invalid or unenforceable under present or 
future law effective during the term hereof, such provision shall 
be fully severable. This Agreement shall be construed and enforced 
as if such illegal, invalid or unenforceable provision had never 
comprised a part hereof and the remaining portions hereof shall 
remain in full force and effect and shall not be effected by the 
illegal, invalid or unenforceable provision or by its severance 
herefrom. Furthermore, in lieu of such illegal, invalid or 
unenforceable provision there shall be added automatically as part 
of this Agreement a provision similar in terms to such illegal, 
invalid or unenforceable provision as may be possible and be legal, 
valid and enforceable. 
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8- Specific Performance. Seller acknowledges that Seller's 
breach of the provisions of Section 1 of this Agreement will cause 
irrevocable harm to Purchaser, for which there may be no adequate 
remedy at law and for which the ascertainment of damages would be 
difficult. Therefore, Purchaser will be entitled, in addition to 
and without having to prove the inadequacy of, other remedies at 
law (including without limitation damages for prior breaches 
hereof), to specific performance of this Agreement, as well as 
injunctive relief (without being required to post bond or other 
security) . 

9. Notice. All notices, consents, requests, approvals or 
other communications in connection with this Agreement and all 
legal process in regard hereto shall be in writing and shall be 
deemed validly delivered, if delivered personally or sent by 
certified mail, postage prepaid. Unless changed by written notice 
pursuant hereto, the address of each party for the purposes hereof 
IS the address set forth on page 1 of this Agreement. Notice given 
by mail shall be deemed delivered only when actually received. 

Descriptive Headings. The descriptive headings of the 
several sections of this Agreement are inserted for convenience 
only and shall not control or affect the meaning or construction of 
any of the provisions hereof. 

11- GOVERNING T.AW. THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED AND ENFORCED IN ACCORDANCE WITH THE LAWS OF THE STATE OF 
TEXAS (OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF) . 

IN WITNESS WHEREOF, the parties have duly executed this Non- 
Competition Agreement as of the date first above written. 

SELLER: 





WOODIE ROY /J 



PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




BY: 

NAME: ' ( \ .TA-M5--i^n:A/Ah//^/^^ 
TITLE : I fY^A^S"^ 

DATE: 
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EXHIBIT C TO AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

FORM OF STOCK WARRANT 

Warrant ^W002 to Purchase 250,000 shares of Common Stock ($0.01 
par) 

WARRANT OF 

TEXAS PHARMACEUTICALS. INC. A THEXAS CORPORATTON 



THIS WARRANT OF TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (this " Warrant ") certifies that, for value received, 
the Registered Owner is entitled, subject to the terms and 
conditions of this Warrant, until the expiration date, to purchase 
the stated number of shares of the Common Stock, par value $0.01 
(the " Common Stock ";^ of TEXAS PHARMACEUTICALS, INC., a Texas 
corporation (the " Corporation ") from the Corporation at the 
purchase price shown below, on delivery of this Warrant to the 
Corporation with the exercise form duly executed and payment of the 
purchase price (in cash or other consideration acceptable to the 
Corporation) for each share purchased. 

REGISTERED OWNER: WOODIE ROY, 701 W. 14th Street, 

Texarkana, Texas 75501. 

PURCHASE PRICE: At par. 

EXPIRATION DATE: 3:00 P.M., December 31, 1999, unless 

sooner terminated under this 
Warrant. 

TERMS 

!• Corporation's Covenants as to Common Stock . Shares 
deliverable on the exercise of this Warrant will, at delivery, 
be fully paid and non-assessable, free from taxes, liens and 
charges with respect to their purchase. The Corporation will 
take any necessary steps to assure that the par value per 
share of the Common Stock is at all times equal to or less 
than the then current Warrant purchase price per share of the 
Common Stock issuable pursuant to this Warrant. The 
Corporation shall at all times reserve and hold available 
sufficient shares of Common Stock to satisfy all purchase 
rights of outstanding options and warrants. 

2. Method of Exercise . The purchase rights represented by this 
Warrant are exercisable solely by the Registered Owner in 
whole at any time. This Warrant does not, prior to exercise, 
entitle the Registered Owner to any voting rights or other 
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rights as a stockholder of the Corporation, or to any other 
rights whatsoever except the rights herein expressed. No 
dividends or distributions are payable or will accrue on this 
Warrant or the shares available for purchase hereunder until 
this Warrant is exercised. 

Transfer. This Warrant is not transferable. The Corporation 
shall not recognize any purported attempt to transfer this 
Warrant by Registered Owner or any other person or authority. 

Recognition of Registere d Owner , The Corporation shall treat 
the Registered Owner as the person exclusively entitled to 
receive notices and otherwise to exercise rights hereunder. 

Effect of Certai n Events . if the Corporation, by 

stock dividend, split, reverse split, reclassification of 
shares, or otherwise, changes as a whole the outstanding 
Common Stock into a different number or class of shares, then: 

a. the number and class of shares so changed will, for the 
purposes of this Warrant, replace the shares outstanding 
immediately prior to the change; and 

b. the Warrant purchase price in effect, and the number of 
shares available for purchase under this Warrant, 
immediately prior to the date upon which the change 
becomes effective, shall be proportionately adjusted (the 
price to the nearest cent) . Irrespective of any change 
in the Warrant purchase price or the number of shares 
purchasable under this or any other Warrant of like 
tenor, the Warrants theretofore or thereafter issued may 
continue to express the Warrant purchase price per share 
and the number of shares available for purchase as the 
Warrant purchase price per share and the number of shares 
available for purchase were expressed in the Warrants 
when initially issued. 

Notice of Adjustment, On the happening of an event 
requiring an adjustment of the Warrant purchase price or the 
shares available for purchase hereunder, the Corporation shall 
forthwith give written notice to the Registered Owner stating 
the adjusted Warrant purchase price and the adjusted number 
and kind of securities or other property available for 
purchase hereunder resulting from the event and setting forth 
in reasonable detail the method of calculation and the facts 
upon which the calculation is based. The Board of Directors 
of the Corporation, acting in good faith, shall determine the 
calculation. 

Notice and Effect of Dissolution . In case a voluntary or 
involuntary dissolution, liquidation, or winding up of the 
Corporation is at any time proposed, the Corporation shall 
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# # 

give written notice to the Registered Owner at least thirty 
(30) days in advance of such event, if possible. Such notice 
shall contain (a) the date on which the transaction is to take 
place; (b) the record date as of which holders of Common Stock 
will be entitled to receive distributions as a result of the 
transaction; (c) a brief description of the transaction; (d) 
a brief description of the distributions to be made to holders 
of Common Stock as a result of the transaction; and (e) an 
estimate of the fair value of the distribution. On the date 
of the transaction, if it actually occurs, this Warrant and 
all rights hereunder will terminate if this Warrant has not 
been exercised by the Registered Owner. 

8. Notices. Notices shall be given by first class mail, postage 
prepaid, addressed to the registered owner at the address 
shown above or other address as may be hereafter provided to 
the Corporation. No notice to warrant holders is required 
except as herein specified. 

TEXAS PHARMACEU'^CALS, INC.^ a Texas 
corporation 



BY: 




NAME: ' /\ ^PfJM-^ 



TITLE:, / \fi^^d/^ 



DATE: n-U-^i 
EXERCISE FORM 

[To be executed by the Registered Owner to exercise the Warrant] 

The undersigned hereby surrenders and delivers this Warrant to 
TEXAS PHARMACEUTIC'S- JNC. , a Texas corporation, together with the 
cash payment of ^^^^^-fOO (or other consideration acceptable to 
Corporation) for the purchase of 250,000 shares of Common Stock or 
such other number of shares as shall be equal to twenty-five 
percent (25%) of the total outstanding shares of all classes of 
stock in TEXAS PHARMACEUTICALS, INC., a Texas corporation. 

[Please sign exactly as name appears on Warrant] 

WOODIE ROY 

Taxpayer ID No. 
Date: 
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AFFIDAVIT AS TO FACT 



THE STATE OF TEXAS * 

-r>^, * KNOW ALL MEN BY THESE PRESENTS: 

COUNTY OF lX>U>lt: * 



BEFORE ME^ the undersigned authority on this day personally 
appeared WOODIE ROY, a single person, whose address is currently 

T^i^ ^j-A^^Aj A ^. yizK^s , 

being over the age of eighteen (18) years and otherwise fully 
competent to make this Affidavit, and who, after being by me duly 
sworn, deposed and stated the following to be true and correct: 

"I am a co-inventor of the Invention more particularly 
described on Schedule 1 to this Affidavit. 

I have the status of co- inventor based upon my suggestion to 
Nicholas Bachynsky that dinitrophenol could be used to induce 
hyperthermia in patients who have cancer or human immuno-def iciency 
virus (HIV) and my request that he explore the possibility of this 
use. I knew that certain malignant tumors and HIV are believed to 
be sensitive to heat and because of my previous work with Dr. 
Bachynsky using dinitrophenol in other applications, I knew that 
one of the properties of dinitrophenol is its ability to induce 
heat in humans. 

I recognize and confirm that Texas Pharmaceuticals, Inc. 
and/or James J. Naples have expended money to research the 
viability of this application of dinitrophenol and have done so 
with the understanding that Texas Pharmaceuticals, Inc. would own 
the commercial rights to any patent or therapy involving the use of 
dinitrophenol in the treatment of malignant and infectious 
diseases. 

As set forth in my Assignment of my rights to Texas 
Pharmaceuticals, Inc., I have conveyed all of my right, title and 
interest in the use of dinitrophenol as therein described for the 
sole purpose of vesting in Texas Pharmaceuticals, Inc. such rights. 
I do not know of anyone, other than Nicholas Bachynsky and Texas 
Pharmaceuticals, Inc., who has any claim to this invention of which 
I am co-inventor, whether as an inventor or as an assignee of an 
inventor. 

I understand that each of the statements contained herein will 
be relied upon by Texas Pharmaceuticals, Inc. in paying to me the 
Purchase Price described in that certain Agreement for Sale of 
Invention and Related Rights dated July 20, 1998, between me and 
Texas Pharmaceuticals, Inc. 




AFFIDAVIT OF FACT 
PAGE 2 

Further, I represent that I have examined this Affidavit and 
the attachment hereto and, to the best of my knowledge and belief, 
it is true, correct and complete." 

EXECUTED as of the day of 

1998. 




AFFIANT: 




OODIE ROY 




Of 



/SXJBSCRI 



SCRIBED AND SWORN TO ME BY WOODIE ROY on this ^if"^ day 
- " , 1998. 



[SEAL] 

My Commission Expires: 





NOTARY PUBLIC, STATE <0F TEXAS 
Printed/Typed Name of '^Notary 



p/argoAiiREVNOLOS 

- NOTAfrrPUBUC 
STATE OF TEXAS 
^liy CenRMen Expim tMMetl 



SCHEDULE 1 TO ASSIRIMMPMT 



INVENTION 

This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
I^^'^If uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines (e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondria! uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing Increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



SCHEMATIZED MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS OR TREATMENT OF INFECTIOUS AND MALIGNANT DISEASE 



ORGAKISM 
or 

MALIGNANCY 




PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRIT£RL\ 

* Cooflrmed Diagnosis by culcure. PCR, or 
his:o?achology ; specific serology. 

* Known Teoperacure and Heating Time 
required cor inacc ivac ion , e.g., 
Treponema paljidutn (syphilis)- 
4l.5*C I hour; Bocrelia burjtdor- 
ferl (Lynie Disease)-^ 1 .5'C ? I hour; 
Echinococcus mulcllocularjs (Hydacid 
incescacioa)-r4l*C § 15 oinuces; HIV , 
chronically tnfecced (provims) cells 
(cissue culcure)-42'C 8 10 hours, wlch 
recombinanc TSF-a, 42'C 9 3 hours. 
Kaposi's sarcoma , HIV iafeccion in che 
?acienc-42'C @ 2 hours/A4*C 3 15 oinuces, 

* unknown Tcnperacure and Heaciog Time 
required for inaccivacior. o: neoplasms, 
or ocher infeccious agencs, decerair.ed 
by prediccive - assay of biapsy/culcure; 
generally, creacraenc ceaperacure/cime 
will be decreased due co er.dogenous un- 
coupling also occurring in cargeced 
biologic syscem (excepc viral). 



CLINICAL CRITERIA - 

* History of cardiac, hepactc, pulmonary 
renal, CHS, malignanc hyperchermia , or 
endocrine disease, i.e., exclusion of 
?a:ienc3-conges:ive hearc failure, severe 
dysrhychaias; alcoholic or ocher hepacicis 
wich elevaced bilirubin/enz/mes; known 
endocrinopacKies o: briccle diabeces, 
pheochromocycoma, ecc; oedicacions known 
CO sciaulace che physiologic response of 
hyperaecabolic scace and hypercheraia , e.g., 
vascular conscrlccors, ancicholinergtcs, 
calcium chacw\el blocker, ecc. 

* Puiaonary, renal, hepacic funccion cescs; 
chesc X-ray; CBC virh placelec counc; Chea . 
profile wich Ca"^, Mg"^. POi*; exercise- 
sulcigaced cardiac radionucleocide scan 
vich cescing ejeccicn craccion of ac lease 
^5*, and no deceriorarion upon exercise. 

* Enhancing or seaslcizlhg ageacs co increase 
cherapeucic gain, i.e.. use of ionizing 
radiacion. cheaocherapy , dcugs, or biologic 
modifiers (synergiscic or addicive). 



I treatkentI 



METHOD PROTOCOL 



BASELINE & MONITORED 
Dinicropbeaol, dosage & schedule * O^Seo consuapcioa/increase . precedes co: 



on "aiologic/Cliaical Criceria**; 
IV (or I.M-SC) cesc dose (lag/kg) 
by responserlal O2/sec-20 vac:s; 
coa=on IV dosage, l-5mg/kg, q l-i hr . 
?0 2.x greacer q 6-12 hr; BMR i heac , 
dissipacion aodify dose/schedule . 

Ocher olcochoadrlal uncoupling * 
ageacs, increased pocency/more 



ceniperarure increase by 4 minuces; prolonged 
or high risk pacienc-add ic ional aonicoring o: 
cissue oxygenacion by gas eric ?H, NM.^, ?£T or ^ 
infrared spectroscopy, ear oxiaecry, blood gas. 

Core ceaperacurc, esophageal, reccal, bladder 
cachecer cheraiscors. 

Cardiac fuaccloa. concinous display of rhycha, j 
race, blood pressure and respiracory race; 



MANAGEMENT 

Oxygen (ICOZ) 3 i-6 licers/ainuce via 
nasal car.r.ula/face mask, 

Heac concrol vich evaporacion prevencing- 
'-acer absorbing blankecs/plascic liners; 
cooling concrol-if needed vich cepid H^O 
spray and/or can evaporacive loss; use of 
P.O. propylcbiouracll (?TJ)^ Decadron-I.V. 

iQCravenous fluids, i.e., -85Z Saline, 
D.Wi-jNS, suppleoenced wich appropriace 
ailliequivalencs of iC^, POJ, Mg"*^"; fluid 



localized effecc, e.g., FCCP, CCC?, Swan-Canz cachecer for high risk pacienc. « , ,w , 

perfluorooccane syl eonamide , SF- . r^^^^ oucpuc/f unccion , aaincain ac lease l-I.,5nl co cc^jenslcrf or \vI^oVa7ive aV^^ 

63W; long Cham caccy acids, and kg /hour; observe for possible myoglobinuria ""inary losses, aaincain 3P. 

oro^-Ti ^ac Cneraozln , ecc. j - . j , # •* » 

and monicor fluid inpuc/oucpuc . * Arrhychmia coacrol. if needed-use of non- 



Modulaciag-coQCrolling ageocs. * 
cissue specific mediacors which 
modulace subscrace curnover ra:es 
chrough Krebs cycle; glucagon, ^ 
, 5-lOag/hr-IV ; dopamine(l-lO taicro- 
graas/kg/ain) ; insulin-dose based 
on blood glucose; dobucaraine (1-13 * 
micrograas/kg/ain) ; amrinone(5-7,5 
micrograms/kg/ain) ; isoprocerenol 
(.5-2 aiccograras/ain) . 



Oepacic fuQccion ccscs, ac cargec ccmperacure; 
iosoenzyae f r accionacion if curaor lysis is a 
consideracion . 

CHS agicacioQ, anxiecy, possible seizure pro- 
phylaxis. 

Blood chcmiscry/elcccrolyces-glucose , PO^*, 
serum creacinine. 



negacive inocropic, or drags chac cannoc 
cause cardiac decoapensacion in hyperaeca- 
bolic scate e.g., lidocaine; avoidance of 
beca blockers and Ca"*^ channel blockers. 

* Aaxiecy, possible seizure concrol wich 
I.V. valiua, chiopcncal; avoidance of 
drugs wich acropine like effeccs or major 
anci-psychocic drugs. 



MEDICAL USES 




DIACHOSIS - Enhance oenc 
of NKR, Prr, & Hear- 
Infrared Speccroscopy . 



THEUPT OF vrrecTious 

4 KALIGXAKT DISEASE 
(dosage/f rtqu«ncy ot 
uncoupling agenc will 
b« dcctraiacd by che 
specific agenc ercaced 
4 usa of aodulaclog, 
toKiaclag, or ocher 
co«bia«d cherapy drugs. 



-^•Sensicivtcy increased by enhanced aetabolic differences 
becween dlseased/noroal clssues, i.e., 0,, glucose, facty 
acid, AT?, phosphocreacine & specific suoscrace consuapc- 
ion; laccic acid, free radical produccion; early dtagnosi 
4 pcedtctabillcy of disease creacaenc paraaecers/success 



->.PAitASinC (See lllus:ra:i'/e Exaaple) 



»l.5*C/l hr (or less) 



i^SACTEUALOofrelta burgdorferi) 



42*C/2 CO 8 hrs (oc less) 



-i^VIZAL (HIV) 



Based on predleetve biopsy and use of radiacion, ^tf XpnJVTTTr 
chemochcraov or biologic response aodlfiers 



xLUu:>iKAi i vt nt^iHUU/USE EXAMPLE-^ 



A 52 year old white S^4m£ male, huncine doc trafnoi- . 

and- creacmenc uich albenl^ole(only I dose was given b^clut^f \ ? • ^"""^ery 
ion). He denied hiscory of veighc loss, palmonary cardiac L ^""f'^^""^^ 
Upon physical exa.inacion. he had a ueiglc of tss 'pounds J^O^ r^K ^" ^"t"" 
blood pressure 140/80. pulse-76 and regLr, respiraci^^^ 

cemoeracure of 17 Tr i ,v «■ 6"i<it, respiracions l8/minuce, and oral 

Afcer clinical assessmenc and Creacment evaluation i o v^u^ V 

base"iarJe'so'irarorr'"'-f ' absorbing polyechelene lined blanket, and 

ba' coueccion Fi^a fi' J-^"^?^^^^^" consumption (VO ) was decern:ined using a 3 minute 
(2%: DN?/57 NaHCo/ac 1 r,^^^^^^ after intravenous adminLtration of 90 mg of linitrophenol 
K^.o iNaHLU3 at 1 mg/.<g), and determination that there was no imrn'^=,T-H -f^,-« 

n^?!n^^!rr' 2 obcamed five minuces afcer che second dose of DNP and the 

pa.ienc was cnerearcer placed on iOOZ 0 via nasal canula. Target core tLperature was 

CO u..^ mg/hou.. A.cer the pacienc was maintained at a core temperature of 41 3^C for 

poratLve and rad.ant neat loss to return the body temperature to a normo thermic level. 

TABLE 

«oaUof.d Cllaic*! O.ck Oa HiCochoodcUI OacouplUj Us./lUciiod la UluJCradve Ex*.,!. 
(Tr««CMnc of HydJCld dlj«ai«-Ichl.iocaccj» »ulcilocuUcts) 

CjcdtJC tic« Urtae 0«c?ut Core Te.p, Och«c 

" - 37. 1 fUlds ? IQ-I2ec 

4' 37.1 H«?a:ic Kr«bi Cyelt 

53 33 37,; Covtrcd wich poly- 

tchylcnt blank«:. 

- 37.5 laercotd 0^ coo- 



XLmc 


(:y;« & doji} 


(br«aths/atQ) ^ 


ConsuapdoQ 

(ai/aln) 


-60 


1.7. rijidi - .asx 


19 


290 










-30 


Clucaian-;*/ 3rlp 


20 






'i 2=(;haur 






Q 


2.4-d;nl:r3?htriol-?0=i 


20 
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30 


630 
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20 




30 




40 


ClviC'Son -17 3rlp 


30 












60 




30 




120 




24 





95 - 37.3 



suapcioa prcetdcs 
(cap. tUvatUa. 



t3 39.4 Af:tr V02d«c«ral3«<l 

ICOI Oj 3 ft L/»la 

12Q 13 40 3 .tasal cannula. 

23 41,4 Uwtf «x:r«alcy 

paretally aspoccd. 

30 41.2 AUnkce rt-oVfd 

95 33.4 All chtr»l»tori 
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w GooiDE Cassejb JToishes 
Rtttt.tn- Cho-a^xe Sc W^xson 



A PROFESSIONAL CORPORATION 



ATTORNEYS AT LAW 



G. WAYNE CHOATE 
SOAAO CcRTtrtco 
COMMCRCiAL RcAi. EsTATC Law 
Texas Boaho or Lcoal S»cciai.ization 



2122 NORTH MAIN AVENUE 

P.O. BOX I ao^eo 

SAN ANTONIO. TEXAS 7S2l2-96aO 



TELEPHONE 
(aiQ> 733-S030 

FACSIMILE 
<2IO) 733-0330 



JOHN GOOOE 
(1923-1994) 



Sender's E-Mail: choate@goodelaw.com 



May 1, 2001 



CERTIFIED MAIL, RETURN RECEIPT REQUESTED 
NO. 7106 4575 1294 0281 2215 



Dr. Nicholas Bachynsky 
WERNB Medical Interests 
5944 Coral Ridge Drive, Ste. 202 
Coral Springs, Fl. 33076 

Re: Texas Pharnnaceuticals, Inc., a Texas corporation (the 



Enclosed is a Declaration for Patent Application prepared for submission to the 
U.S. Patent and Tradennark Office in connection with the pending Application for 
Patent concerning chemically induced intracellular hyperthermia. As the co-inventor 
of the subject matter of this Application for Patent, your certification of the matters 
set forth in the enclosed Declaration for Patent Application is necessary to complete 
this application. 

As you may recall, under the terms of the Assignment dated March 4, 1998, 
executed by you, as co-inventor and assignor, to the Corporation, as assignee, you 
contracted to promptly execute all declarations or other papers th^t are deemed 
necessary by the Corporation for filing and prosecuting patent applications (see page 
3, numbered paragraph 2). The enclosed document is deemed necessary by the 
Corporation for such purpose. 

. Please sign the enclosed document in the space provided beneath your name 
and address on page 2 and return to me in the enclosed self-addressed and stamped 
envelope. Upon receipt, I will forward the same to the Corporation's patent counsel 
for filing with the U.S. Patent and Trademark Office. 

If the signed Declaration for Patent Application is not received in my office on 
or before May 14, 2001, I will assume that you have declined to execute this 
document and will proceed to prepare the documents necessary to submit such 



It 



Corporation") 



Dear Nick: 




71Db ^S7S DEfll SH15 



SENDERS RECORD 



Dr. Nicholas Bachynsky 
May 1, 2001 
Page 2 



Declaration for Patent Application. However, I should advise you that your failure to 
timely sign and return the enclosed document will result in additional, unnecessary 
expense to the Corporation for which you may be responsible under the terms of the 
Assignment. 

Please call if you have any questions. 



GWC/yge 
3712-001 

Enclosures - as noted 

cc: (w/o enclosures): Dr. James Naples, President 

Texas Pharmaceuticals, Inc. 



Sincerely, 




G. Wayrte Choate 
For the Firm 



Melissa D. Schwaller, Ph.D. 
Fuibright & Jaworski, L.L.P. 



Declaration for Patent Application 


Attorney Docket No. 
First Name Inventor 


HO-P01615US1 
Nicholas Bachynsky 


1 1 Submitted [x] Submitted after initial 


COMPLi 
Application No. 


zTE IF KNOWN: 
09/744,622 


Filing Date 


January 26, 2001 


Group Art Unit 


N/A 


Examiner 


Not Yet Assigned 



As a below named inventor. I hereby declare that: 

My residence, mailing address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor (if only one name is listed below) or an original first 
and joint inventor (if plural names are listed below) of the subject matter which is claimed and fo'r which 
a patent IS sought on the invention entitled: 



CHEMICALLY INDUCED INTRACELLULAR HYPERTHERMIA 

The specification of which 

I I is attached hereto 
OR 

[x] was filed on January 2 6, 2001 



as United States Application No. or PCT Intemational Application No. 
and was amended on (if applicable). 



09/744,622 



I hereby state that I have reviewed and understand the contents of the above-identified specification 
including the claims, as amended by any amendment refen-ed to above. 

I acknowledge the duty to disclose information which is material to patentability as defined in 37 CFR 
1.56, including for continuation-in-part applications, material information which became available 
between the filing date of the prior application and the National or PCT Intemational filing date of the 
continuation-in-part. 

I hereby claim foreign priority benefits under 35 U.S.C. 1 1 9(a)-(d) or 365(b) of any foreign 
applications(s) for patent or inventor^s certificate, or 365(a) of any PCT intemational application which 
designated at least one country other than the United States of America, listed below and have also 
Identified below, by checking the box. any foreign application for patent or inventor's certificate or any 
PCT international application having a filing date before that of the application on which priority is 
claimed. ^ ^ 



Prior Foreign Application(s) 



Priority 



Certified 



US99/16940 
(Number) 



(Number) 



(Number) 



PCT 



(Country) 



(Country) 



(Country) 



oirzim 



(Filing Date) 



(Filing Date) 



(Filing Date) 



YES NO 

□ □ 



□ □ □ 

□ □ □ 



IN UBJ OF PTO SBrt)1 (ICWW) 



Additional prior foreign applications are listed on a supplemental data sheet attached hereto. 

I hereby claim the benefit under 35 U.S.C. Section 1 19(e) of any United States provisional 
application(s) listed below: . 



60/094.286 


07/27/98 


(Application No,) 


(Filing Date) 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 



I I Additional U.S. provisional applications are listed on a supplemental data sheet attached hereto. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements 
made on information and belief are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under 18 U.S.C. 1001 and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



Full name of sole or first inventor 

Nicholas Bachynsky 
Residence 

Coral Springs, Florida 

Citizenship ' USA 
Mailing Address 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



Full name of second inventor 

Woodie Roy 

Residence 

Coral Springs, Florida ■ 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



I hereby certify that this correspondence Is being deposited with the U.S. Postal Service as Express Mail, Airbill No. 

envelope addressed to: Commissioner for Patents. Washington. DC 20231, on the date shown below. 

Dated: . 2001 Signature: ( ) 
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In neu of PTC SB-02B (11^ 



i 2. Article Number 

.i 
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3. Service Type CERTIFIED MAIL 



4. Restricted Delive'ry? (Extra Fee) 



□ Yes 



^ iMSfW^SftOEAIS-B ACHYNSK Y 
WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE STE 202 
CORAL SPRINGS FL 33076 




i 3712-001 3/I/0I 



SENDER: lU^i 



\l PSR)rmf38tt!June:2000i I 



i i ,s Domestic Return Receipt : 



TO 



7inb MS7S iHiM Daai ehis 

DR NICHOLAS BACHYNSKY 
WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE STE 202 
CORAL SPRINGS FL 33076 



SENDER: 



yge 



REFERENCE: 



3712-001 5/1/01 



RETURN 
RECEIPT 
SERVICE 


'~' 1 

Postage 


, . 


Certified Fee 


—0:66 


Return Receipt Fee 


6:66 

6:66 


Restricted Delivery 




Total Postage & Fees 


6:66 



US Postal Service 

Receipt for 
Certified Mail 



POSTMARK OR DATE 



No Insurance Coverage Provided 
Do Not Use for International Mail 




" Goor>E Casststb Jontes 



A PROreSSlONAL CORPORATION 



ATTORNEYS AT LAW 



WAYNE CHOATE 
BOAMO CcRTirico 
COMMcnctAi. RcAk Estate Law 
Texas Boaao or Lcoal Spcciacization 



2ia2 NORTH MAIN AVENUE 
P.O. BOX )204S0 
SAN ANTONIO. TEXAS 78212*9680 



TCLEPMONC 
(aiO> 733-6030 

FACSIMILE 
(2IO) 733-O330 



JOHN OOODE 



Sender's E-Mail: choate@goodeIaw.com 



May 1, 2001 



CERTIFIED MAIL, RETURN RECEIPT REQUESTED 
NO. 7106 4575 1294 0281 2208 



Ms. Woodie Roy 
WERNB Medical Interests 
5944 Coral Ridge Drive, Ste. 202 
Coral Springs, Fl. 33076 

Re: Texas Pharmaceuticals, Inc., a Texas corporation (the 



Dear Woodie: 

Enclosed is a Declaration for Patent Application prepared for submission to the 
U.S. Patent and Trademark Office in connection with the pending Application for 
Patent concerning chemically induced intracellular hyperthermia. As the co-inventor 
of the subject matter of this Application for Patent, your certification of the matters 
set forth in the enclosed Declaration for Patent Application is necessary to complete 
this application. 

As you may recall, under the terms of the Assignment dated July 21, 1998, 
executed by you, as co-inventor and assignor, to the Corporation, as assignee, you 
contracted to promptly execute all declarations or other papers that are deemed 
necessary by the Corporation for filing and prosecuting patent applications (see page 
3, numbered paragraph 2). The enclosed document Is deemed necessary by the 
Corporation for such purpose. 

Please sign the enclosed document in the space provided beneath your name 
and address on page 2 and return to me in the enclosed self-addressed and stamped 
envelope. Upon receipt, I will forward the same to the Corporation's patent counsel 
for filing with the U.S. Patent and Trademark Office. 

If the signed Declaration for Patent Application is not received in my office on 
or before May 14, 2001, I will assume that you have declined to execute this 
document and will proceed to prepare the documents necessary to submit such 



Corporation") 
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Ms. Woodie Roy 
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Declaration for Patent Application. However, I should advise you that your failure to 
timely sign and return the enclosed document will result in additional, unnecessary 
expense to the Corporation for which you may be responsible under the terms of the 
Assignment. 

Please call if you have any questions. 



GWC/yge 
3712-001 

Enclosures - as noted 

cc: (w/o enclosures): Dr. James Naples, President 

Texas Pharmaceuticals, Inc. 




Sincerely 



G. Wayne Choate 
For the Firm 



Melissa D. Schwaller, Ph.D. 
Fulbright & Jaworski, L.L.P. 



Declaration for Patent Application 


Attorney Docket No, |hO-P01 61 5US1 




First Name Invientor jNicholas Bachynsky 


n Submitted [x] Submitted after initial 


COMPLETE IF KNOW^r 
Application No. 109/744,622 


Filing Date jjanuary 26, 2001 




Group Art Unit N/A 




Examiner jNot Yet Assigned 



As a below named inventor. I hereby declare that: 

My residence, mailing address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor Of only one name is listed below) or an original first 
and joint inventor (if plural names are listed below) of the subject matter which is claimed and fo'r which 
a patent is sought on the invention entitled: 



09/744,622 



CHEMICALLY INDUCED INTRACELLULAR HYPERTHERMIA 

The specification of which 

I I is attached hereto 
OR 

[x] was filed on January 26. 2001 

as United States Application No. or PCT Intemational Application No. 
and was amended on 0^ applicable). 

I hereby state that I have reviewed and understand the contents of the above-identified specification 
including the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to patentability as defined in 37 CFR 
1.56. including for continuation-in-part applications, material information which became available 
between the filing date of the prior application and the National or PCT Intemational filing date of the 
continuation-in-part. 

I hereby claim foreign priority benefits under 35 U.S.C. 1 1 9(a)-(d) or 365(b) of any foreign 
app!ications(s) for patent or inventor's certificate, or 365(a) of any PCT intemational application which 
designated at least one country other than the United States of America, listed below and have also 
Identified below, by checking the box. any foreign application for patent or inventor's certificate or any 
PCT international application having a filing date before that of the application on which Drioritv is 
claimed. ^ 



Prior Foreign Application(s) 



Priority 



Certified 



US99/16940 



PCT 



(Number) 



(Country) 



(Number) 



(Country) 



(Number) 



(Country) 



07/27/99 



(Filing Date) 



(Filing Date) 



(Filing Date) 



YES 



□ □ 

□ □ 

□ □ 



NO 



□ 
□ 



1 



IN UEU OF pro S8rt)1 (10-00) 




I I Additional prior foreign applications are listed on a supplemental data sheet attached hereto. 

I hereby claim the benefit under 35 U.S.C. Section 119(e) of any United States provisional 
application(s) listed below: 



60/094.286 


07/27/98 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 



I I Additional U.S. provisional applications are listed on a supplemental data sheet attached hereto. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements 
made on information and belief are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under 18 U.S.C. 1001 and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



Full name of sole or first inventor 

Nicholas Bachynsky 

Residence 

Coral Springs. Florida 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive. #202. Coral Springs, Fl 33076 



Full name of second inventor 

Woodie Roy 

Residence 

Coral Springs, Florida 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive, #202. Coral Springs. Fl 33076 



I hereby certify that this correspondence is being deposited with the U.S. Postal Service as Express Mail, Airbill No. , in an 

envelope addressed to: Commissioner for Patents, Washington. DC 20231. on the date shown below. 

Dated: . 2001 Signature: ] ( ) 
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4. Restricted Delivery? (Extra Fee) 



□ Yes 



.1. Article Addressed to: 

MS WOODIE ROY 
'^VERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE SUITE 202 
CORAL SPRINGS FLORIDA 33076 



^ V v COMPLETETHIS SECTION ON DELIVERY.: ; ; 


A Received by (Please Print dearfy) ' 


■ j 'B. 'Dgte Af Delivery . . 


C. Signafli?&v . 






• • J V. >^--0 Agent 
^ — ^^gyH Addressee 


o: Is deli\(y address differenLd^j^e? 
^. Jf YES, enter delivery addi^^^yi? 


r-.j;'^-.;-^: .□.No: 
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MS WOODIE ROY 

WERNB MEDICAL INTERESTS 

5944 CORAL RIDGE DRIVE SUITE 202 

CORAL SPRINGS FLORIDA 33076 



SENDER: /g^ 5/1/01 

Bc«Kr...«.- 3712-001 5/1/01 
REFERENCE: 



RETURN 


Postage 




RECEIPT 
SERVICE 


Certified Fee 





Return Receipt Fee 


OrOG 




Restricted Delivery 


9:66 




Total Postage & Fees 


Me 



us Postal Service 

Receipt for 
Certified Mail 



POSTMARK OR DATE 



No Insurance Coverage Provided 
Do Not Use for International Mail 
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April 29. 2002 



V/A OVFRNiGHT CQURJER: f9Sa) 522 2200 

VIA CERTI FiEO MAIURRR ■ ?10S 4575 12Qn O^ sy ^f^fUt 

Harris K. Solomon 

BRINKLEY, McNERNEY, MORGAN, SOLOMON & TATUM, LLP 
200 East Las Olas Boulevard 
Suite 1900 

Fort Lauderdale, Florida 33301-2209 

Re: Nicholas Bachynsky and Woodie Roy 
Dear Mr. Solomon: 

By letter of August 30, 2001 , you wrote to me in your capacity as counsel for 
Nicholas Bachynsky and Woodie Roy. By telephone conversation of April 26, 2002, 
between you and Dr, James J. Naples, you confirmed that your firm continues to 
represent Nicholas Bachynsky and Woodie Roy* 

On behalf of my client. Texas Pharmaceuticals, Inc, enclosed are: 

1, Declaration for Patent Application English Language Declaration, Attorney 
Docket No. HO-P0161 5US1, Nicholas Bachynsky, Inventor, Application No. 
09/744,622, Filing Date January 26, 2001, for submission after initial filing, 
for signature by Nicholas Bachynsky and Woodie Roy; and 

2. Copies of documents relating to patent filing by Texas Pharmaceuticals, Inc. 
under Attorney Docket No. H0-P01615WOO/09805783, Application No. 
US99/16940, dated July 27, 1999, titled •'Chemically Induced Intracellular 
Hyperthermia" as follows: 

a. Transmittal letter to the United States Designed-Elected Office 
Concerning a Filing Under 35 U.S.C. 371; 



Check No. 44358, dated January 26, 2001, payable to Assistant 
Commissioner for Patents and Trademarks, for $1 ,335.00, for filing fee 
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Harris K. Solomon 
April 29. 2002 
Page 2 



for U.S. Natior^al Phase Application off of PCT/US99/1 6940/09805783- 
and 

c. Imernarional Application Published Under the Patent Cooperation Treaty, 
Classification A61K 31/06, Publication Mo. WO 00/06143, International 
Application No. PCT/US99/16940, filing date 27 July 1999, as filed 
(English translation). 

Pursuant to Agreement for Sale of Invention and Related Rights dated March 
2, 1998. executed by Texas Pharmaceuticals. Inc., as purchaser, and Nicholas 
Bachynsky, as seller, covering the sale of intellectual property rights In the 
"chemically induced intracellular hyperthermia" treatment {the " Invention "!. Nicholas 
Bachynsky executed and delivered to Texas Pharmaceuticals. Inc. an Assignment 
dated March 4, 1998 (also enclosed), assigning his rights in such Invention to Texas 
Pharmaceuticals, inc. The Assignment requires that the assignor, Nicholas 
Bachynsky. promptly execute all declarations or other papers that are deemed 
necessary by the assignee. Texas Pharmaceuticals, Inc., for filing and prosecuting 
patent applications (see Assignment, page 3. numbered paragraph 2). The enclosed 
form of Declaration for Patent Application English Language Declaration (In Lieu of 
PTO SB/01 (10-00) is deemed necessary by Texas Pharmaceuticals, Inc. for such 
purpose and has been prepared for execution by Nicholas Bachynsky. 

Pursuant to Agreement for Sale of Invention and Related Rights dated July 20. 
1998, executed by Texas Pharmaceuticals. Inc., as purchaser, and Woodie Roy, as 
seller, covering the sale of her rights in the Invention, Woodie Roy executed and 
delivered to Texas Pharmaceuticals, Inc. an Assignment dated July 21, 1998 (also 
enclosed), assigning her rights in such Invention to Texas Pharmaceuticals, Inc. The 
Assignment requires that the assignor, Woodie Roy. promptly execute all declarations 
Of other papers that are deemed necessary by Texas Pharmaceuticals, Inc. for filing 
and prosecuting patent applications (see Assignment, page 3, numbered paragraph 
2). The enclosed form of Declaration for Patent Application English Language 
Declaration (In Lieu of PTO SB/01 (10-00) is deemed necessary by Texas 
Pharmaceuticals. Inc. for such purpose end has been prepared for execution by 
Woodie Roy. 

It is essential that Nicholas Bachynsky and Woodie Roy sign the enclosed 
Declaration for Parent Application and return it to m© in time to file it with the U.S. 
Patent and Trademark Office, no later than Wednesday, May 8, 2002. Please have 
your clients sign the enclosed Declaration for Patent Application In the spaces 
provided for signature on page 2 and return it to me in the enclosed self -addressed 
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Harris K. Solomon 
April 29, 2002 
Page 3 

and prepaid overnight courier wrapper. Please also fax a signed copy to me at (210) 
733-0330 not later than Monday, May 6, 2002. 

If the fully signed Declaration for Patent Application is not received in my office 
on or before Monday, May 6. 2002. I will assume that your clients have declined to 
execute this document. 



Under cover of my letter dated May 1. 2001. sent by certified mail, return 
receipt requested, addressed to Nicholas Bachynsky. a Declaration for Patent 
Application was submiued to him for signature, and under cover of my letter dated 
May 1, 2001, sent by certified maiJ. return receipt requested, addressed to Woodie 
Roy. a Declaration for Patent Application was submitted to her for signature. 
Although the return receipts (green cards) were received in my office, neither Mr. 
Bachynsky nor Ms. Roy returned a signed Declaration for Patent Application. 

Texas Pharmaceuticals. Inc. has been put to considerable expense in its efforts 
to obtain a signed Declaration for Patent Application from Mr. Bachynsky and Ms. 
Roy. despite their clear contractual obligation to cooperate in providing such 
documentation. Please provide the signed Declaration for Patent Application without 
delay to avoid further cost to my client. If your clients continue to refuse to 
cooperate, Texas Pharmaceuticals, Inc. will hold both Bachynsky and Roy financially 
responsible for the costs and expenses incurred by Texas Pharmaceuticals. Inc. in 
Obtaining this documentation or in proceeding with the patent application process 
without this documentation. 



To facilitate this process. I have forwarded copies of this letter and all enclosed 
documentation, including the Declaration for Patent Application, to the last known 
address for Bachynsky and Roy. 



Please call If you have any questions. 



Sincerely. 




G. Wayne Choate 
For the Firm 

GWC:yge 
3712-003 

Enclosures - as noted 
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cc: Texas Pharmaceuticals, Inc. (letter only) 



Nicholas Bachynsky Certified Mail/RRR - 7106 4575 1294 0281 951 1 

6090 N.W. 66* Street Via Overnight Courier 
Parkland. Florida 33067 



Woodie Roy 

6090 N.W. 66^* Street 

Parkland, Florida 33067 



Certified Mail/RRR - 7106 4575 1294 0281 9528 
Via Overnight Courier 
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Shipment Tracking \ 

FedEx has processed your shipment shown laetaw. If you have any question? about 
this shipment, you can em^l us or contact your customer service rep/esentalive . 
Tracking Number 79040O24O1CD 
Reference Number 3712-001 
Ship Date 04/29/2002 
DetiveredtTo Recept/Frnt desk 
Delivery Location FORT LAUDERDALE FL 
Delivery Datemme 04/30/2002 08:56 
S^nedForBy M.VENTERA 
Service Type Priority Letter 



Scan Activity 

DeUvered FORT LAUDERDALE FL 
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Date/Time 
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08:17 
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07:24 
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06:04 
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Left FedEx Sort Fedlity FORT WORTH TX 
/\rnved at Sort Fadfity FORT WORTH TX 
Uft FedEx Sort Facility FORT WORTH TX 
Arrived at FedEx Ramp SAN ANTONIO TX 
Left FedEx Ramp SAN ANTONIO TX 
Uft FedEx Origin Location SAJ4 ANTONIO TX 
Picked up by FedEx SAN ANTONIO TX 
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Tracking Number 831696460515 
R^erence Number 3712-001 
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Delivered To Recipient 
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AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 



THIS AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS (this 
"Agreement") is made and entered into as of March 2, 1998, by and among, 
NICHOLAS BACHYIMSKY, whose address for the purposes of this Agreement is c/o 
701 W. 14th Street, Texarkana, Bowie County, Texas 75501 (herein, " Seller "), and 
TEXAS PHARMACEUTICALS, INC., a Texas corporation, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie County, Texas 
75501 (herein " Purchaser "). 

FACTS 

Seller, with the financial support of James J. Naples, has been conducting 
medical research and developing a novel use and method of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant disease. 
Seller has developed and devised a therapeutic application of dinitrophenol and other 
mitochondrial uncoupling agents for such purposes. A description of this therapy is 
attached as Schedule 1 to Exhibit A to this Agreement and the matters described 
therein and herein are referred to herein, collectively, as the " Invention ". 

Seller desires to sell Seller's entire right, title and interest in and to such 
Invention and any and all patents and protections which may hereafter be obtained 
regarding the Invention (the " Patent Rights "), and Purchaser desires to purchase the 
Patent Rights, upon the terms and conditions hereinafter set forth. 

NOW, THEREFORE, in consideration of the mutual benefits to be derived and 
the representations and warranties, conditions and promises herein contained, and 
other good and valuable consideration, the receipt and sufficiency of which are hereby 
acknowledged, and intending to be legally bound hereby, the parties agree as follows: 

ARTICLE I 

GENERAL 

1.01 Definitions , Unless otherwise stated in this Agreement, the following 
terms shall have the indicated meanings (the following definitions to be equally 
applicable to both the singular and plural forms of any of the terms herein defined): 

"Assets": The assets, rights, interests and properties which are described in 
Section 1 .02 (a) of this Agreement. 

"Assionment": The Assignment from Seller, as assignor, to Purchaser, as 
assignee, in the form attached hereto as Exhibit A . 
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" Closing ": The consummation of the purchase and sale contemplated by this 
Agreement. 

"Closing Date": Wednesday, March 4, 1998 at 1:00 P.M., San Antonio, 
Texas time, or such other date and time upon which the parties may agree. 

"Invention": Seller's invention of a novel use and method of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease, as more fully set forth in Schedule 1 to the form of Assignment attached 
hereto as Exhibit A . 

" Non-Competition Agreement ": The Non-Competition Agreement by and 
between Seller and Purchaser in the form attached hereto as Exhibit B , 

"Patent Riohts": The invention, all of Seller's rights thereunder and therein, 
all existing and future patent applications relating to the Invention, all patents issued 
with respect to the Invention, all patents to be issued with respect to the Invention, 
all renewals or extensions or continuations of patents or patent applications with 
respect to the Invention, all causes of action relating to any use of the Invention and 
all international rights of priority with respect to said Invention and all rights to file 
further applications for patent or patent-like protections for said Invention. 

" Promissorv Note ": The Promissory Note in the amount of $35,000.00 
payable to Seller by Purchaser, evidencing a portion of the Purchase Price, in the form 
attached hereto as Exhibit C . 

"Purchase Price": The price to be paid by Purchaser to Seller in consideration 
for the sale by Seller and Purchase by Purchaser of the Assets. 

"Records": All of Seller's books, records, papers and instruments of whatever 
nature and wherever located that relate to the Patent Rights or which are required or 
necessary in order for Purchaser to fully utilize the economic benefits of the Patent 
Rights and Invention. 

" Securitv Agreement ": The Security Agreement executed by Seller and 
Purchaser, giving and granting to Seller a lien on the Assets to secure the repayment 
of the Promissory Note, in the form attached hereto as Exhibit D . 

" Transaction ": The sale and purchase of the Assets, assignment and 
assumption of certain rights and interests, and performance of the covenants, in each 
case as contemplated by this Agreement. 
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1.02. Agreement To Purchase and Sell . 

(a) On and subject to the terms and conditions of this Agreement, 
Seller agrees to sell, convey, transfer, assign and deliver to Purchaser, and Purchaser 
agrees to purchase from Seller, the Invention, Patent Rights and Records. 

(b) Seller agrees to enter into and be bound by the Non-Competition 

Agreement. 

(c) Seller agrees to indemnify and hold harmless Purchaser in 
accordance with the terms of this Agreement. 

1 .03. Purchase Price, The Purchase Price for the Assets will be the total cash 
sum of TWO HUNDRED THOUSAND AND NO/100 DOLLARS ($200,000.00). 

1-04. Payment of Purchase Price . The Purchase Price shall be payable to 
Seller by Purchaser as follows: 

(a) On or before the Closing Date, James J. Naples has paid in excess 
of the sum of $1 65,000.00 in research and testing fees to the Cancer, Research and 
Therapy Center in San Antonio, Texas, and to research laboratories in Syracuse, New 
York, to or for the benefit of Seller. It is understood and agreed that Purchaser is 
presently entitled to a credit against the cash consideration payable to Seller by virtue 
of these cash payments or obligations incurred by James J. Naples to or for the 
benefit of Seller prior to the date of this Agreement. Payments were made by James 
J. Naples prior to the date of this Agreement, and prior to the date of incorporation 
of Purchaser, in anticipation of this Agreement to fund the costs of research and 
development of the Invention. 

(b) On the Closing Date, Purchaser shall execute and deliver to Seller 
the Promissory Note and the Security Agreement. It is further understood and agreed 
that Purchaser shall be entitled to a credit against such promissory note for additional 
sums advanced by James J. Naples to or for the benefit of Seller to fund additional 
costs of research and development of the Invention. 

1-05 No Assumotion of Liabilities . By purchase of the Assets, Purchaser 
takes the assets free of any claims, liens or interests of third parties, other than the 
liens created to secure the repayment of the Promissory Note. 

1 .06 No Proration of Taxes: Offset , if any taxes of any kind are assessed 
against any of the Assets, Seller will pay such sums to the appropriate taxing 
authorities when due, prior to becoming delinquent, shall indemnify Purchaser for all 
such sums and, in addition to the indemnities hereinafter made, does give and grant 
to Purchaser an offset against all sums owing and unpaid under the Promissory Note 
for any amounts owed by Seller which Seller fails to pay. 
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1 -07 Instruments of Transfer: Further Assurances . In order to consummate 
the Transaction, on the Closing Date the Seller shall deliver to Purchaser an executed 
and acknowledged, where applicable, original of (a) the Assignment, covering all of 
the Assets; and (b) the Non-Competition Agreement. At the Closing, and at all times 
thereafter as may be necessary, Seller agrees to execute and deliver to Purchaser such 
other instruments or transfers as may be reasonably necessary to vest in Purchaser 
good and indefeasible title to the Assets and to comply with the purposes and intent 
of this Agreement. 

ARTICLE II 

REPRESENTATIONS AND WARRANTIES 

2.01. Representations and Warranties of Seller , Seller hereby represents and 
warrants to Purchaser that the following matters are true and correct on the date of 
this Agreement and will be true and correct through the Closing Date and thereafter, 
as if made on and as of that date: 

(a) This Agreement constitutes the legal, valid and binding obligation 
of Seller, enforceable in accordance with its terms; no person or entity other than 
Seller has any interest in or ownership of the Invention as of the date of this 
Agreement other than equitable claims of Purchaser and/or James J. Naples by virtue 
of sums advanced to fund the costs of research and development of the Invention. 

(b) Seller has good and indefeasible title to the Assets, free and clear 
of all liens and claims of third parties and no third party has any right to acquire the 
Assets superior to Purchaser. 

(c) There are no claims, actions, suits or proceedings pending or 
threatened against Seller which involve any of the Assets. 

(d) Seller has complied in all respects with all applicable laws, 
ordinances, regulations, statutes, rules and restrictions relating to the Assets, or any 
part thereof. 

(e) There is no fact known to Seller which has specific application to 
this Transaction or the Assets which could have a material adverse effect on the 
Assets, the ability of Purchaser obtaining a patent on the Invention, the title of 
Purchaser in and to the Assets from and after the Closing or any other matter which 
would adversely impact Purchaser in connection with the Assets. 

(f) Seller may execute, deliver and perform this Agreement without 
the necessity of Seller obtaining any consent, approval, authorization or waiver or 
giving notice or otherwise, except for such consents, approvals, authorizations. 
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waivers and notices which have been obtained and are unconditional and such notices 
which have been given. 

(g) Seller has not incurred any trade payables which have not been 
disclosed to Purchaser and shall pay or otherwise satisfy all other claims and liabilities 
relating to the Assets incurred through the Closing Date. SELLER AGREES AND DOES 
HEREBY INDEMNIFY AND HOLD PURCHASER HARMLESS FROM AND AGAINST ALL 
CLAIMS, LOSSES, DEMANDS, DAMAGES, LIABILITIES, COSTS AND EXPENSES 
RESULTING FROM OR RELATING TO ANY CLAIM MADE AGAINST PURCHASER 
ARISING FROM SELLER'S BREACH OF THIS AGREEMENT OR ANY OF ITS TERMS 
SUCH AGREEMENT TO SURVIVE THE CLOSING OR ANY TERMINATION OF THIS 
AGREEMENT. 

2- 02 Representations and Warranties of Purchaspr . Purchaser represents and 
warrants to Seller that the following are true and correct on the date of this 
Agreement and will be true and correct through the Closing Date, as if made on and 
as of that date: 

(a) This Agreement constitutes the legal, valid and binding obligation 
of Purchaser, enforceable in accordance with its terms. 

(b) Purchaser may execute, deliver and perform this Agreement 
without the necessity of Purchaser obtaining any consent, approval, authorization or 
waiver or giving notice or otherwise, except for such consents, approvals, 
authorizations, waivers and notices which have been obtained and are unconditional 
and such notices which have been given. 

ARTICLE III 

CONDITIONS OF CLOSING 

3- 01. Conditions Imposed bv Purchaser . The obligations of Purchaser to 
consummate the purchase and sale under this Agreement are subject to the 
satisfaction of the following conditions, each of which may be waived in writing by 
Purchaser: 

(a) Seller shall have delivered to Purchaser the duly executed and 
acknowledged Assignment. 

(b) Seller shall have delivered to Purchaser the duly executed and 
acknowledged the Non-Competition Agreement. 

(c) Seller shall have performed the covenants, agreements and 
obligations necessary to be performed by Seller under this Agreement prior to the 
Closing Date. 
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3.02. Conditions Imposed bv Seller. The obligations of Seller to consummate 
the purchase and sale under this Agreement are subject to the satisfaction of the 
following conditions, each of which may be waived in writing by Seller: 

(a) Purchaser shall have delivered to Seller the duly executed and 
acknowledged Non-Competition Agreement. 

(b) Purchaser shall have delivered to Seller the initial installment of the 
Purchase Price in the amount of $15,000.00, less the amount of the Purchaser's 
payments to Seller, or for the benefit of Seller, prior to or after the date of this 
Agreement, in the amount to be agreed upon by Seller and Purchaser pursuant to 
Section 1 .04(a) of this Agreement. 

(c) Purchaser shall have delivered to Seller the Promissory Note, 
together with the duly executed and acknowledged Security Agreement. 

ARTICLE IV 

CLOSING DATE 

4.01 Closino Date . 

(a) Subject to the right of Seller and Purchaser to terminate this 
Agreement pursuant to Section 5.02. hereof, the Closing for the consummation of the 
purchase and sale contemplated by this Agreement will, unless another date is agreed 
to in writing by Seller and Purchaser, take place on the Closing Date. 

(b) For all purposes hereof, the term " the Effective Time of Closino " 
shall occur upon the delivery to Purchaser of the Assignment and the Non-Competition 
Agreement and the other documents as contemplated herein on the Closing Date. 

ARTICLE V 

MISCELLANEOUS 

5.01. Further Actions . From time to time, as and when requested by 
Purchaser or Seller, Seller or Purchaser shall execute and deliver, or cause to be 
executed and delivered, such documents and instruments and shall take, or cause to 
be taken, such further or other actions as may be reasonably necessary to effectuate 
the Transaction and transfer, assign and deliver to Purchaser, or Purchaser's assigns, 
the Assets (or to evidence the foregoing) and to consummate and to effect the other 
transactions expressly required to be performed by Seller hereunder. 

5.02. No Broker . Seller and Purchaser represent and warrant to the other that 
they have no obligation or liability to any broker or finder by reason of the transactions 
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which are the subject of this Agreement. Each party agrees to indemnify the other 
party against, and to hold the other harmless from, at all times after the date hereof, 
any and all liabilities and expenses (including without limitation legal fees) resulting 
from, related to or arising out of any claim by any person for brokerage commissions 
or finder's fees, or rights to similar compensation, on account of services purportedly 
rendered on behalf of Seller or Purchaser, as the case may be, in connection with this 
Agreement or the transactions contemplated hereby. 

5.03. Expenses. Except as otherwise specifically provided herein, Seller and 
Purchaser shall each bear their own legal fees, accounting fees and other costs and 
expenses with respect to the negotiation, execution and the delivery of this 
Agreement and the consummation of the transactions hereunder, and Seller will pay 
its expenses after the Effective Time of Closing out of the Purchase Price proceeds 
paid by Purchaser to Seller pursuant to Section 1 .04. Purchaser shall pay all sales, 
transfer and documentary fees or taxes incident to the sale of the Assets, if any. 

5.04. Entire Agreement. This Agreement and the Exhibits hereto are intended 
by the parties as a final expression of the entire agreement between Seller and 
Purchaser with respect to the transactions contemplated by this Agreement and 
supersede all prior oral or written agreements, arrangements or understandings with 
respect thereto. 

5.05. Descriptive Headings . The descriptive headings of this Agreement are 
for convenience only and shall not control or affect the meaning or construction of 
any provision of this Agreement. 

5.06. Notices , All notices or other communications which are required or 
permitted hereunder shall be in writing and shall be delivered either personally or by 
telegram, telex, telecopy or similar facsimile means, by registered or certified mail 
(postage prepaid and return receipt requested), or by express courier or delivery 
service, addressed to the addresses of the parties shown on page 1 of this Agreement 
or at such other address and number as either party shall have previously designated 
by written notice given to the other party in the manner hereinabove set forth. 
Notices shall be deemed given when received, if sent by telegram, telex, telecopy or 
similar facsimile means (confirmation of such receipt by confirmed facsimile 
transmission being deemed receipt of communications sent by telex, telecopy or other 
facsimile means); and when delivered and receipted for (or upon the date of attempted 
delivery where delivery is refused), if hand-delivered, sent by express courier or 
delivery service, or sent by certified or registered mail. 

5.07. GOVERNING LAW . THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED IN ACCORDANCE WITH THE LAWS OF THE STATE OF TEXAS (OTHER 
THAN THE CHOICE OF LAW PRINCIPLES THEREOF). 
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5.08. Waivers and Amendments. Any waiver of any term or condition of this 
Agreement, or any amendment or supplementation of this Agreement, shall be 
effective only if in writing. A waiver of any breach or failure to enforce any of the 
terms or conditions of this Agreement shall not in any way affect, limit or waive a 
party's rights hereunder at any time to enforce strict compliance thereafter with every 
term or condition of this Agreement. 

5.09. Illegalities. In the event that any provision contained in this Agreement 
shall be determined to be invalid, illegal or unenforceable in any respect for any 
reason, the validity, legality and enforceability of any such provision in every other 
respect and the remaining provisions of this Agreement shall not, at the election of 
the party for whose benefit the provision exists, be in any way impaired. 

5.10. Counterparts. This Agreement may be executed in any number of 
counterparts, and each such counterpart hereof shall be deemed to be an original 
instrument, but all such counterparts together shall constitute but one Agreement. 
Facsimiles of signatures shall be deemed as original signatures. 

5.11. Survival: Exclusivitv o f Remedies . The representations and warranties, 
covenants and agreements of the parties hereto shall survive the Closing. 

5.12 Assignment bv Purchaser . Purchaser may assign Purchaser's 

rights under this Agreement without restriction of any kind. Any assignee of 
Purchaser's rights hereunder shall succeed to all of the rights, powers, duties, benefits 
and obligations of Purchaser hereunder. 

IN WITNESS WHEREOF, the undersigned have executed this Agreement as of the 
date first above written. 



PURCHASER: 

TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




[SIGNATURE OF SELLER FOLLOWS ON NEXT PAGE} 
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NICHOLAS BACHYNSKY 



STATE OF TEXAS 
COUNTY OF I^EhCA^ 



§ 
§ 



BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the JlX day of March, 
1998. 



VIRGINIA OHLENBUSCH 
ilTP"}*! MY COMMISSION EXPIRES 



May 4, 2000 



Notary Public Signature 
il^0(ir\\(ij f)lr\\ 1^ kiA^^rM 



mm 

Notary Printed Name , 
Commission Expires: '-^'^t'-' S^^d 



STATE OF TEXAS 
COUNTY OF : 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally appeared JAMES 
J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
known to me to be the person whose name is subscribed to the foregoing instrument, 
and acknowledged to me that he executed the same for the purposes and considera- 
tion therein expressed and in the capacity therein stated, as the act and deed of said 
corporation. 

GIVEN UNDER MY HAND AND SEAL OROFFICE, this the i?-f^ day of March, 
1998. 




PAm HAMILTON 
Notary Public 

Expires 1 ).9-98 




Notary Pdblic Signature 



PfYirxf \\fYn\] LTDf^ 



Notary Printed Name i q o y 
Commission Expires 
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ASSIGNMENT 



DATE: 



March 4, 1998 



ASSIGNOR : 



NICHOLAS BACHYNSKY 
701 W. 14th Street 
Texafkana, Texas 75501 



ASSIGNEE : 



TEXAS PHARMACEUTICALS, INC., a Texas corporation 
701 W. 14th Street 
Texarkana, Texas 75501 



In consideration of Ten Dollars ($10.00) cash in hand paid to me and other good 
and valuable consideration, the receipt and sufficiency of which is hereby 
acknowledged, I, NICHOLAS BACHYNSKY {hereinafter called " Assignor "), who have 
made an invention of a novel use and method of inducing intracellular hyperthermia 
and free radical flux through the use of dinitrophenol and other mitochondrial 
uncoupling agents In the treatment of infectious and malignant disease, assign, sell, 
transfer and convey to TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address is 1314 Main Street, Texarkana, Bowie County, Texas 75501 
(hereinafter called " Assignee "), its successors and assigns. Assignor's entire right, 
title and interest in and to the following rights, interest, and property (hereinafter 
collectively called the " Rights "): 

1. Assignor's invention of uses, methods and therapies of inducing intracellular 
hyperthermia and free radical flux through the use of dinitrophenol and other 
mitochondrial uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, powers, interests and 
title In and to the methods, uses and processes described in Sphecjule 1 
attached to this Assignment, (collectively, herein called the "Invention"). 

2. All applications for patent or like protection on said Invention that have been 
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or may in the future be made by Assignor or Assignor's legal representatives, 
in any and all countries. 

3 All patents and like protection that have been or may in the future be granted 
on said Invention to Assignor or Assignor's legal representatives, in any and all 
countries of the world. 

4 All substitutions for and divisions, continuations, continuations-in-part, 
renewals, reissues, extensions and the like of said applications and patents and 
similar rights or grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5 All rights of action on account of past, present and future authorized or 
unauthorized use of said Invention and for infringement of said patents and like 
protection. 

6 The right of Assignee to file in his name disclosure documents, applications for 
patents and like protection for said Invention in any country and countries in 
the world. 

7. All international rights of priority associated with said Invention, disclosure 
filings, applications, patents and like protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, its successors and 
assigns forever, and Assignor does hereby bind himself, his heirs, legal representatives 
and assigns, to forever WARRANT and DEFEND the title to the Rights unto the said 
Assignee, its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate with Assignee such 
that Assignee may enjoy to the fullest extent the benefit of this Assignment. Such 
cooperation shall include, but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed necessary or 
desirable by Assignee to perfect the right, title and interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, specifications, declarations 



or other papers that are deemed necessary or desirable by Assignee for filing and 
prosecuting patent applications, for filing and prosecuting substitute, division, 
continuing, or additional applications in the United States and/or all foreign countries, 
for filing and prosecuting applications for reissuance or reexamination of letters 
patent, and for interference proceedings involving and covering any of the Rights, and 
3. Assignor's prompt assistance and cooperation, including but not limited to 
execution of documents and testifying, in the prosecution of legal proceedings 
involving any of the Rights, including, but not limited to, patent prosecution, 
interference proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition court actions, trade 
secret court actions, public use proceedings, slander, license breach and royalty 
collection proceedings and other legal proceedings. 

Assignor warrants that Assignor has the right to make the assignment set forth 
herein and that no other person or entity has any rights of ownership or claim to the 
subject matter of this Assignment. This Assignment is binding upon Assignor. 
Assignor's heirs, administrators, executors, successors, trustees, devisees and assigns 
and inures to and for the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at the time and place 
indicated below opposite the signature: 




NICHOLAS BACHYI^KY 
Date: 



STATE OF TEXAS § 
COUNTY OF S^Af e § 

BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the .^J^day of March, 
1998. 

Notar(^ Public Signature 




JNIAOHLENBUSCH 

OOMMSSKW EXPIRES , i / 



Notary t^rinted Name 
Commission Expires: 3^-"^" <^^^C> 
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jj ^HHEDULF 1 TO ASSIGNMENT 
INVENTION 

This Invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent ad ministration of dinitrophenol tor other mitochondrial 

thermoregulatory uncoupling agents, e.g.. carbonylcyanide "^-^ll^oioPjje^y'^y^Wn^nt 
(CCCP). carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF). interferons, etcl. hormones 
{e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated therrnal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g.. 
Echinococcus). bacteria (e.g.. Borrelia burgdorferi), lipid enveloped viruses {e.g., HIV) 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use{s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic ^f^J^' ^^^^f 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



SCHEMATIZED MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS OR TREATMENT OF INFECTIOUS AND MALIGNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIA 

Cooflrmed Diagnosis by culture, PCR» or 
hlscopathology; specific serology. 

Known Temperacure and Ueaclng Time 
required for inactlvaclon, e.g., 
Treponema pallidum (syphllls)- 
41,5*C @ I hour; Borrella burgdor- 
feri (Lyme Dlscase)-4l.5*C 6 1 hour; 
Echlnococcus mulcllocularls (Hydacld . 
lnfesCacloa)-41'C Q 15 minutes; HIV , 
chronically Infected (provlrus) cells 
(tissue culture}-42''C @ 10 hours, with 
recombinant TNF-a, 42'C Q 3 hours. 
Kaposi's sarcoma , HIV Infection In the 
patlenc-42*C @ 2 hours/44'C @ 15 minutes. 

Unknown Temperature and Heating Time 
required for Inactlvatlon of neoplasms, 
or other Infectious agents, determined 
by predictive - assay of biopsy/culture; 
generally, treatment temperature/tlrae 
will be decreased due to endogenous un- 
coupling also occurring In targeted 
biologic system (except viral). 



CLINICAL CRITERIA • 

History of cardiac, hepatic, pulmonary 
renal, CMS, malignant hypertherrola, or 
endocrine disease. I.e., exclusion of 
patients-congestive heart failure, severe 
dysrhythmias; alcoholic or other hepatitis 
with elevated blllrub In/enzymes ; known 
endocrlnopathles of brittle diabetes, 
pheochromocy toma, etc.; medications known 
to stimulate the physiologic response of 
hypermetabollc state and hyperthermia, e.g.» 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

PulmoDary, renal, hepatic function tests; 
chest X-ray; CBC with platelet count; Chem 
profile with Ca++. Mg"*^*, PO^"; exercise- 
multlgated cardiac radionucleotide scan 
with resting ejection fraction of at least 
45Z, and no deterioration upon exercise. 

Enhancing or sensitizing agents to Increase 
therapeutic gain, i.e., use of Ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



METHOD PROTOCOL 



I TREATMENT I 



T 



T 



BASELINE & MONITORED 

Oxygen consumption/Increase, precedes core 
temperature increase by 6 minutes; prolonged 
or high risk patient-additional monitoring of 
tissue oxygenation by gastric pH, KMR, PET or 
Infrared spectroscopy, ear oximetry, blood gas. 



Dlnltropbenol, dosage & schedule 
on "Biologic /Clinical Criteria*'; 
IV (or IM-SC) test dose (Img/kg) 
by VO2 response-lml O2/sec»20watts; 
common IV dosage, l-5mg/kg, q 1-4 hr , 
PO 2X greater q 6-12 hr; BMR & heat * Core ccmperature , esophageal, rectal, bladder 
dissipation modify dose/schedule, catheter thermistors. 



Other raicocbondriaX uncoupling 
agents, increased potency/more 
localized effect, e .g. , FCCP, CCCP , 
perf luorooctane sulfonamide, SF- « 
6847; long chain fatty acids, and 
brown fat *' thermogln" , etc. 



Cardiac function, contlnous display of rhythm, 
rate, blood pressure and respiratory rate; 
Swan-Canz catheter for high risk patient. 



MANAGEMENT 

Oxygen (lOOZ) @ 4-6 liters/minute via 
nasal cannula/face mask. 

Heat control with evaporation preventing 
water absorbing blankets/plastic liners; 
cooling control-lf needed with tepid H^O 
spray and/or fan evaporative loss; use o 
P.O. propylthiouracil (PTU);. Decadron-I .V 

Intravenous fluids, i.e.» .85Z Saline, 
D-Wl-jNS, supplemented with appropriate 
mxlllequivalencs of K+, PO *, Mg**^; fluir- 



Renal output/function, maintain at least L-U3ml compensate for evaporative and 



per kg /hour; observe for possible myoglobinuria 
and monitor fluid Input/output. * 



•Modulatlng-concrolling agents, 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
.5-lOmg/hr-IV; dopamlne(l-10 micro- 
grams/kg/mln) ; Insulin-dose - based 
on blood glucose; dobutamlne(l-15 
micrograms/kg/min) ; amrinone(5-7.5 serum creatinine 
micrograms/kg/mln); isoproterenol 
(.5-2 olcrograms/min) . 



Depatic function tests, at target temperature; 
iosoenzyme fractionation if tumor lysis is a 
consideration. 



anxiety, possible seizure pro- 



CNS agitation, 
phylaxis. 

Blood chcmistry/clcctroly tes-glucose , 



PO/i 



urinary losses, maintain BP. 

Arrhythmia control. If needed-use of non 
negative inotropic, or drugs that cannot 
cause cardiac decompensation in hypermet 
bollc state e.g., lldocalne; avoidance o 
beta blockers and Ca"*^ channel blockers. 

Anxiety, possible seizure control with 
I.V. vallum, thiopental; avoidance of 
drugs with atropine like effects or raajo 
anti-psychotic drugs. 



DIAGNOSIS - Enhancement 
of NMR, PET, & Near- 
Infrared Spectroscopy. 



MEDICAL USES 




THERAFY OF IKFECTIpUS 

& MALICKAHT DISEASE 
(dosage/frequency o£ 
uncoupling agent will 
be determined by the 
specific agent created 
& use of modulating, 
enhancing, or other 
combined therapy drugs. 



-"Sensitivity Increased by enhanced mecabollc difference 
between diseased/normal tissues, i.e.. 0_, glucose, fat 
acid, ATP, phosphocreatiae & specific suBscrate consum. 
Ion; lactic acid, free radical production; early dlagn 
& prediccablllty of disease treatment paramecers/succ 



_ >-PARASITIC (See Illustrative Example) 

&1.5*C/l hr (or lgs»> j^gfrrmLfj. (B?rr'l< ' burgdorferi) 



&2*C/2 to 8 hrs (or less) 



-^VIRAL (HIV) 



Based on predictive biopsy and use of radi ation , ^^^p, ^ery/* 



chemocheraov or blolojtlc response modifiers 



ifesT AVAILABLE COPY 



ILLUSTRATIVE METHOD/ USE EXAMPLE-' 



1/ 



A 52 yea.r old white Swisl«iSle, hunting dog trainer, preseritl»ljith right upper 
quadrant abdominal pain. History revealed past(24 month old) hepatic "cyst" surgery 
and treatment with albendazole (only 1 dose was given because of anaphylactic react- 
ion). He denied history of weight loss, pulmonary, cardiac or neurologic disease. 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5'11", 
blood pressure 140/80, pulse-76 and regular, respirations 18/minute, and oral 
temperature of 37,3*'C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20% eosinophilia. Ultrasound and nuclear magnetic, resonance of . the liver re- 
vealed A (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease with Echinococcus multilocularis . 
The patient refused to entertain any additional surgery or albendazole therapy. 

After clinical assessment and treatment evaluation, i.e., Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at Al^'C/lS minutes, whereas 
liver-hepatocytes withstand temperatures of 42*^0 to 44*^0 for known periods of 20 
hours and 15 minutes respectively, the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0-85 normal saline containing 9 millimolar K2P0^ , 
7 milliequivalents of IC*", and 2cc of 50% saturated solution of Mg^SO, /liter , were 
infused at a rate of 12cc/kg/hr. Urine output was maintained at Icc/kg/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within 0.1**C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP. 

The patient was covered with a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO2) was determined using a 3 minute 
bag collection. Five minutes after intravenous adminxstration of 90 mg of dinitrophenol 
(2% DNP/5% NaHC03 at 1 mg/kg) , and determination that there was no untoward or idio- . 
syncratic reaction, an additional 90 mg of 2,4 dinitrophenol (total of 180mg, 2mg/kg 
body weight) was infused. Monitored physiologic parameters are shown in the Table below. 
An additional V0« rate was obtained five minutes after the second dose of DNP and the 
patient was thereafter placed on 100% 0 via nasal canula. Target core temperature was 
maintained by occasional exposure of a limb and/or decreasing the glucagon infusion rate 
to 0.25 mg/hour. After the patient was maintained at a core temperature of 41.3*'C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radiant heat loss to^ return the body temperature to a normothermic level. 

TABLE 

Hoaleored Cllolcal D«e« On KlCochoodrUl QocouplLog Use/lUthod In Illustrative Exaaple 
(Tt««CB«nc ot Hydatid dl»ta««-Echlnococcg» oulcllocularls) 



(olnuccs) 


Kcdlcatlon V**?! 
<cy?« * dose) {bre*Ch«/aU) 


Consuspcloa 
(al/ala) 


Cardiac Hats 
(b«ats/alo) 


Urine Output 
(total ml) 


Core Tcap. 
CC) 


Other 
(rcsarks) 


-60 


I.V. Fluid* - .«3X 


18 


290 


78 




37.1 


Fluids 9 10-12CC 
per ks/hour. 




KS 9 0.8 t/bour 


20 




78 


47 


37.1 


Hepatic Kr«b* Cyelt 


-30 


CLue«}on-lV Orlp 








stlsulatlon. 




9 2 3^/ hour 


20 




88 


38 


37.4 


Covered with poly- 


0 


2,4-dlnitrophtnol-90ss 
IV la 6.3*1 ol jXNaKCOj 




ethylene blanket. 


2 


[pfp*fd by dlscolvUs 

2.3c» DH?(i>x HjO) m 5: 

KaHCOj-gtvlnt 2Z soluclen) 
2 ,4-dlaltro?hcaal-90cs 


24 


330 


. 92 




37.8 


Incresatd Oj coo- 
suaptlon precedes 
tcap. elevation. 


3 


26 




98 




37.8 


10 


IV la 4. Sal oC SXNaHCO} 
Flutda locrcajcd to 


30 


630 


no 


IS 


39.4 


After V02deteraloed 
lOOI ©2 e * L/aln 




l.Z L/hour; stare Oj 










40.3 


via nasal cannula. 


20 




30 




120 


IB 


Lower «mtr«Blty l* 






30 




138 


28 


41.4 


40 


CUeoson -IV Drip 




pactlslly «»posed. 




d<creaacd to O.^aft/hr 


30 




140 
100 


30 


41.2 


Blanket removed 


60 


Clueafion discontinued 




98 


38.4 


All thernlstora 


120 


IV fluid dlseontlausd 


24 
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AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

THIS AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS fthis 
"Agreement") is made and entered into as of July 20, 1998 bfand 

lTa% ?01°W ""iJth'^r" l^^l^^' Purposei'of thlHgreLent 

IS c/o 701 W. 14th Street, Texarkana, Bowie Countv Texas i^^ni 
(herein "Seller"), and TEXAS PHARkACEUTICA^s" INC.T a ^exas 
?O^T*^"^'str:f^ for the purposes Of this Agreemenr" 

"pir^hai^") ' Texarkana, Bowie County, Texas 75501 (herein 



FACTS 



Seller has assisted NICHOLAS BACHYNSKY ( "Bachvnsky" ) who with 
^oSi/.?^''^'^^ J^PPr^^ °^ J^"'^^ J- Naples has ^een conducting 
?nti:fJii^^r^''K^ and developing a novel use and method of inducing 
i^^T hyperthermia and free radical flux through the use of 
dinitrophenol and other mitochondrial uncoupling agents in the 
treatment of infectious and malignant disease. Bachynsky and 
dTiiSonh.^.^ol^^^^^^ and devised a therapeutic application oi 

«nlli^ ^ . mitochondrial uncoupling agents for such 

to ?vh?S;-^- \ ^^^^^i;,^Ption of this therapy is attached as Schedule i 
to Exjibii^ to this Agreement and the matters described therein 
" inventfon ", ^""^ referred to herein, collectively, as the 

i«^-o>.fli^^-'' ^^^^r^^s t° sell Seller's entire right, title and 
iroSSLn K • ^ ^° invention and any and all patents and 

??h^ "1^ v'?^''?*."'^^ hereafter be obtained regarding the Invention 
R^ht s u»on "^" ^ ' ^""^ P^i^^haser desires to purchase the Patent 
Kignts, upon the terms and conditions hereinafter set forth 
Bachynsky has previously assigned his entire right, title and 
interest in and to such Invention and any and all patents and 
trpS^ciaSIr!''''^'' ""^^ hereafter be obtained Lgarding th'L inventJSn 

Ho>.^/S"' THEREFORE, in consideration of the mutual benefits to be 
SS^iT ^"u representations and warranties, conditions and 

promises herein contained, and other good and valuable 
consideration, the receipt and sufficiency of which are hereby 
acknowledged, and intending to be legally bound hereby, the parties 
agree as follows: 



agree as follows: 

ARTICLE I 

GENERAL 



1-01 Definitions. Unless otherwise stated in this 

Agreement, the following terms shall have the indicated meanings 
(the following definitions to be equally applicable to both the 
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singular and plural forms of any of the terms herein defined) : 

" Assets "; The assets, rights, interests and properties 

whxch are described in Section 1.02 (a) of this Agreement. 

"Assignment"; The Assignment from Seller, as assignor, to 
Purchaser, as assignee, in the form attached hereto as Exhibit A . 

"Closing"; The consummation of the purchase and sale 

contemplated by this Agreement. 

" Closing Date "; Tuesday, July 21, 1998 at 11:00 A.M., San 

Antonio, Texas time, or such other date and time upon which the 
parties may agree. 

"Invention" : Seller's invention of a novel use and method of 
inducing intracellular hyperthermia and free radical flux through 
the use of dinitrophenol and other mitochondrial uncoupling agents 
in the treatment of infectious and malignant disease, as more fully 
set forth in Schedule 1 to the form of Assignment attached hereto 
as Exhibit A . 

"Non-Competition Agreement" : The Non-Competition Agreement by 
and between Seller and Purchaser in the form attached hereto as 
Exhibit B . 

"Patent Rights"; The Invention, all of Seller's rights 
thereunder and therein, all existing and future patent applications 
relating to the Invention, all patents issued with respect to the 
Invention, all patents to be issued with respect to the Invention, 
all renewals or extensions or continuations of patents or patent 
applications with respect to the Invention, all causes of action 
relating to any use of the Invention and all international rights 
of priority with respect to said Invention and all rights to file 
further applications for patent or patent-like protections for said 
Invention. . 

"Purchase Price"; The price to be paid by Purchaser to 
Seller in consideration for the sale by Seller and Purchase by 
Purchaser of the Assets. 

"Records"; All of Seller's books, records, papers and 

instruments of whatever nature and wherever located that relate to 
the Patent Rights or which are required or necessary in order for 
Purchaser to fully utilize the economic benefits of the Patent 
Rights and Invention. 

"Stock Warrani-" means the Stock Warrant to be tendered by 
Purchaser to Seller as a portion of the Purchase Price, in the form 
as set forth on Exhibit C attached hereto and made a part hereof 
for all purposes. 
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"Transaction": The sale and purchase of the Assets, 

assignment and assumption of certain rights and interests, and 
performance of the covenants, in each case as contemplated by this 
Agreement • 

1.02. Agreement To Purchase and Sell . 

(a) On and subject to the terms and conditions of this 
Agreement, Seller agrees to sell, convey, transfer, assign and 
deliver to Purchaser, and Purchaser agrees to purchase from Seller, 
the Invention, Patent Rights and Records. 

(b) Seller agrees to enter into and be bound by the Non- 
Competition Agreement. 

(c) Seller agrees to indemnify and hold harmless Purchaser in 
accordance with the terms of this Agreement. 

1-03. Purchase Price . TEN DOLLARS ($10.00) and other 

good and valuable consideration, as described below. 

1«04. Payment of Purchase Price . The Purchase Price 

shall be payable to Seller by Purchaser as follows: 

(a) On or before the Closing Date, James J. Naples has paid 
in excess of the sum of $165,000.00 in research and testing fees to 
the Cancer Therapy and Research Center in San Antonio, Texas, and 
to research laboratories in Syracuse, New York, to or for the 
benefit of Seller and for other purposes related to such research 
and testing and for development of the patent application covering 
the Invention. It is understood and agreed that Purchaser is 
presently entitled to a credit against the cash consideration 
payable to Seller by virtue of these cash payments or obligations 
incurred by James J. Naples to or for the benefit of Seller and/or 
the Invention prior to the date of this Agreement. Payments were 
made by James J. Naples prior to the date of this Agreement, and 
prior to the date of incorporation of Purchaser, in anticipation of 
this Agreement to fund the costs of research and development of the 
Invention. 

(b) Prior to the Closing Date and to the incorporation of 
Purchaser, James J. Naples has, from time to time, advanced monies 
for the benefit of Seller; it is understood and agreed that 
Purchaser is presently entitled to a credit against the cash 
consideration payable to Seller by virtue of these cash payments or 
obligations incurred by James J. Naples to or for the benefit of 
Seller prior to the date of this Agreement, 

(c) On the Closing Date, Purchaser will deliver to Seller a 
stock warrant authorizing Seller to purchase, for par value of 
$0.01, 250,000 shares of common stock in Purchaser, being twenty- 
five percent (25%) of the total issued and outstanding stock in 



3 



Purchaser, in the form and upon the terms set forth in Exhibit r. [ 

4.^'°^* No Assumption of T.i abiliti , By purchase of <-ho 

Assets, Purchaser takes the assets free of anv ni^f™= t 
interests of third parties. ^ claims, liens or 

1,^'^^ No Proration of TavP s: Offc;,:.^- if ^nv taxes of= 

any kind are assessed against any of the Assets Selle? wf^i r,?5 
such sums to the appropriate taxing authorities when due Prior^S 
becoming delinquent, shall indemnify Purchaser for all su^hJn™« 
and, m addition to the indemnities hereinafter mfde does alve and 
uSer ^S""^^-^^^ sums oJing and^ unpaS 

sS?er'fail^ro'^pa7/ '^'^ Seller "w£?ch 

^ • °Z ^"S^^U^ents of Tran sfer; Furth er A5:;siiT-^r,r^^= m order- to 
consummate the Transaction, on the Clos ing Date thr s elLr shall 
fpnlTJ^Hi P^^rphaser an executed and acknowledged, w^eJe 
A^seis- and rM^?i"^M Assignment, covering \li o? t£J 

at all' Non-competition Agreement. At the Closing, and 

Execute and dliT.^^^H^ "^l^ necessary. Seller agrees to 
t^Sno^Lc ^ deliver to Purchaser such other instruments or 
transfers as may be reasonably necessary to vest in Purchaser aood 
and indefeasible title to the Assets and to coS^Iy with tht 
purposes and intent of this Agreement. comply with the 

ARTICLE II 

REPRESE NTATIONS AND WARPftMTTPg 

y,or.«K?/°^* Representations and Warrantie s of Sf>n^r> , seller 

hereby represents and warrants to Purchaser that the follo^S 
Sf ^^^^ correct on the date of this Agreement ahd wUl 

LVeTn rd trorth^tTafe:'"^ ^^^^ thereafter, asl^ 

oblig^?ion^Sj^Se\^™n\o^r^^^^^^^^^ a^^cor^d^n^cV 

ort°he°5ntentlr^^"" T"^.''^}^^ interest in'o? o:^:?sh?p 

eLii-.Hi the date of this Agreement other than 

equitable claims of Purchaser and/ or James J. Naples by virtue of 

Jnvlntton?"^ ^^"^ research and developLnt o? the 

(b) Seller has good and indefeasible title to the Assets 
th?rdTar?i'h"as°' ^i-s and claims of third parties and no 
Purchaser ^ ""^^ acquire the Assets superior to 

(c) There are no claims, actions, suits or Droceedina«5 
pending or threatened against Seller which involve Sny of ?he 




Assets. 

(d) Seller has complied in all respects with all applicable 
laws, ordinances, regulations, statutes, rules and restrictions 
relating to the Assets, or any part thereof. 

(e) There is no fact known to Seller which has specific 
application to this Transaction or the Assets which could have a 
material adverse effect on the Assets, the ability of Purchaser 
obtaining a patent on the Invention, the title of Purchaser in and 
to the Assets from and after the Closing or any other matter which 
would adversely impact Purchaser in connection with the Assets. 

•4.V. Seller may execute, deliver and perform this Agreement 

without the necessity of Seller obtaining any consent, approval, 
authorization or waiver or giving notice or otherwise, except for 
such consents, approvals, authorizations, waivers and notices which 
have been obtained and are unconditional and such notices which 
have been given. 

(g) Seller has not incurred any trade payables which have not 
been disclosed to Purchaser and shall pay or otherwise satisfy all 
other claims and liabilities relating to the Assets incurred 
through the Closing Date. SELLER AGREES AND DOES HEREBY INDEMNIFY 
AND HOLD PURCHASER HARMLESS FROM AND AGAINST ALL CLAIMS, LOSSES, 
DEMANDS, DAMAGES, LIABILITIES, COSTS AND EXPENSES RESULTING PROM OR 
RELATING TO ANY CLAIM MADE AGAINST PURCHASER ARISING FROM SELLER'S 
BREACH OF THIS AGREEMENT OR ANY OP ITS TERMS, SUCH AGREEMENT TO 
SURVIVE THE CLOSING OR ANY TERMINATION OP THIS AGREEMENT. 

2.02 Representations and Warranties of Purchaser . 

Purchaser represents and warrants to Seller that the following are 
true and correct on the date of this Agreement and will be true and 
correct through the Closing Date, as if made on and as of that 
date: 

(a) This Agreement and the Stock Warrant constitute the 
legal, valid and binding obligations of Purchaser, enforceable in 
accordance with their terms. 

(b) Purchaser may execute, deliver and perform this Agreement 
without the necessity of Purchaser obtaining any consent, approval, 
authorization or waiver or giving notice or otherwise, except for 
such consents, approvals, authorizations, waivers and notices which 
have been obtained and are unconditional and such notices which 
have been given. 

(c) Purchaser may execute, deliver and perform the Stock 
Warrant without the necessity of Purchaser obtaining any consent, 
approval, authorization or waiver or giving notice or otherwise, 
except such of the foregoing which have been given. 
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ARTICLE III 

CONDITIONS OF CT-OSTWa 



3.01. Conditions Imposed by Purchas^T- - The obligations 

of Purchaser to consummate the purchase and sale under this 
Agreement are subject to the satisfaction of the following 
conditions, each of which may be waived in writing by Purchaser: 

(a) Seller shall have delivered to Purchaser the dulv 
executed and acknowledged Assignment. 

(b) Seller shall have delivered to Purchaser the duly 
executed and acknowledged the Non-Competition Agreement. 

(c) Seller shall have performed the covenants, agreements and 
obligations necessary to be performed by Seller under this 
Agreement prior to the Closing Date. 

ARTICLE IV 

CLOSING DATE 
4.01. Closing Date . 

(a) Subject to the right of Seller and Purchaser to terminate 
this Agreement pursuant to Section 5.02. hereof, the Closing for 
the consummation of the purchase and sale contemplated by this 
Agreement will, unless another date is agreed to in writing by 
Seller and Purchaser, take place on the Closing Date. 

(b) For all purposes hereof, the term " the Effective Time of 
Closing " shall occur upon the delivery to Purchaser of the 
Assignment and the Non-Competition Agreement and the other 
documents as contemplated herein on the Closing Date. 

ARTICLE V 

MISCELLANEOUS 

^•01- Further Actions. From time to time, as and when 

requested by Purchaser or Seller, Seller or Purchaser shall execute 
and deliver, or cause to be executed and delivered, such documents 
and instruments and shall take, or cause to be taken, such further 
or other actions as may be reasonably necessary to effectuate the 
Transaction and transfer, assign and deliver to Purchaser, or 
Purchaser's assigns, the Assets (or to evidence the foregoing) and 
to consummate and to effect the other transactions expressly 
required to be performed by Seller hereunder. 

5-02. No Broker. Seller and Purchaser, represent and 
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warrant to the other that they have no obligation or llabim-„ 
Other party against, and to hold the other ha^nl ess ?r5m It a?? 

X. .5.03. Expenses. Except as otherwise sDecifir-anw r^>-r^Tr^•^«^ 

herein seller and Purchaser shall each bear lhe?r own leaa^^^ 
accounting fees and other costs and expens^ with ^^1^? i ' 
negotiation, execution and the deUvJ^rSI Jhls Agreement and the 
consummation of the transactions hereunder. agreement and the 

hereto * ar^ int J^T^T^?^^; • '^^^^ Agreement and the Exhibits 
uereto are intended by the parties as a final exDre«;c5-i nn «f <-k« 
entire agreement between Seller and Purchaser wit? respect to Ihl 
transactions contemplated by this Agreement and supersede all PriSr 
?Spec°t therltT ^'^^^^^^^^^^ ' arrangements or undLstandings'^wi^S 



i-H^c Descriptive Headings . The descriptive headings of 

a«ect^ thT"^ convenience only and shall not control o^ 

Agreement. <=°"^truction of any provision of this 

^ Notices . All notices or other communications which 
are required or permitted hereunder shall be in writing ^^J shi?l 
sL??aJ''?r^-^^^^^^ personally or by telegram, t^Iex Llecop^ oJ 
pJeoatd in/'fi^^ means, by registered or certified mail (postage 
prepaid and. return receipt requested), or by express courier 
delivery service, addressed to the addresses of the parties shoS^ 

e?tgerpartv\^ha\n;r "' ^^^"^ and' nu^bS^as 

Qiiertr the ^thoV^^ designated by written notice 

N^^ices shal! S^^LI^^^^' "^""^^ hereinabove set forth, 

notices shall be deemed given when received, if sent bv telearam 

°^ ^^"^^^^^ facsimile means ^confimat ion o?^such 
receipt by confirmed facsimile transmission being deemed receint o? 
communications sent by telex, telecopy or other facsTmif^ ^ofnc?^ 

de^ife^y U'irTd'l^"' ''^ upon the d^trof'at^S^pJld 

eJpJIJs cour^tr- oV^^^^ refused), if hand-delivered, sent by 
r^fslered man. ''"'"''^ °^ """^ certified ol 

AND CONSTRTTFH t^^S^StS:^- this agreement SHALL BE GOVERNED BY 
7^!m„» ACCORDANCE WITH THE LAWS OF THE STATE OF TEXAq 

(OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF) 



7 




5.08. Waivers and Amendments . Any waiver of any term or 
condition of this Agreement, or any amendment or supplementation of 
this Agreement, shall be effective only if in writing. A waiver of 
any breach or failure to enforce any of the terms or conditions of 
this Agreement shall not in any way affect, limit or waive a 
party's rights hereunder at any time to enforce strict compliance 
thereafter with every term or condition of this Agreement. 

5.09. Illegalities . In the event that any provision 
contained in this Agreement shall be determined to be invalid, 
illegal or unenforceable in any respect for any reason, the 
validity, legality and enforceability of any such provision in 
every other respect and the remaining provisions of this Agreement 
shall not, at the election of the party for whose benefit the 
provision exists, be in any way impaired. 

5.10. Counterparts . This Agreement may be executed in any 
number of counterparts, and each such counterpart hereof shall be 
deemed to be an original instrument, but all such counterparts 
together shall constitute but one Agreement. Facsimiles of 
signatures shall be deemed as original signatures. 

5.11. Survival; Exclusivity of Remedies . The represen- 
tations and warranties, covenants and agreements of the parties 
hereto shall survive the Closing. 

5.12 Assignment by Purchaser . Purchaser may assign 

Purchaser's rights under this Agreement without restriction of any 
kind. Any assignee of Purchaser's rights hereunder shall succeed 
to all of the rights, powers, duties, benefits and obligations of 
Purchaser hereunder. 

IN WITNESS WHEREOF, the undersigned have executed this 
Agreement as of the date first above written. 



PURCHASER: 
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STATE OF TEXAS 



COUNTY OF 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 



of 



;pEN UNDER MY HAND AND SEAL OF OFFICE, this the c24 
LJ^J/xyi^ , 1998. 



day 



0 PA-mCUILREyNOlDS 
• NOWWRaiC 
STATE OFTCXAS 



Notary Public Signature' 

Notary Printed Name / . 
Commission Expires: 7^9 



STATE OF TEXAS 
COUNTY OF fcbU^i^ 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared JAMES J. NAPLES, President of TEXAS PHARMACEUTICALS, INC, 
a Texas corporation, known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
he executed the same for the purposes and consideration therein 
expressed and in the capacity therein stated, as the act and deed 
of said corporation. 



of 



GIVEN UppER MY HAND AND SEAL OF OFFICE, this the j^^t^ 

T^15 W- 



day 




^ATTV HAMHrOM 

^1 isrjsi 



Notary gjiblic Signature 



Notary Printed Name oaS/ 
Commission Expires: 
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EXHIBIT A 
TO 

AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 



ASSIGNMENT 



DATE: 



July 21, 1998 



ASSIGNOR; 



WOODIE ROY 

c/o 701 W. 14th Street 
TexarJcana, Texas 75501 



ASSIGNEE: 



TEXAS PHARMACEUTICALS, INC 
701 W. 14th Street 
Texarkana, Texas 75501 



a Texas corporation 



In consideration of Ten Dollars ($10.00) cash in hand paid to 



sufficiency of which is hereby acknowledged, I, WOODIE ROY 

(hereinafter called " Assignor ") , who have made an invention of a 

novel use and method of inducing intracellular hyperthermia and 

free radical flux through the use of dinitrophenol and other 

mitochondrial uncoupling agents in the treatment of infectious and 

malignant disease, assign, sell, transfer and convey to TEXAS 

PHARMACEUTICALS, INC. , a Texas corporation, whose address is 1314 

Main Street, Texarkana, Bowie County, Texas 75501 (hereinafter 

called " Assignee ") , its successors and assigns. Assignor's entire 

right, title and interest in and to the following rights, interest, 

and property (hereinafter collectively called the " Rights ") : 

1. Assignor's invention of uses, methods and therapies of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease, including without limitation Assignor's rights, 
powers, interests and title in and to the methods, uses and 
processes described in Schedule 1 attached to this Assignment, 



me and other good and valuable consideration, the receipt and 



(collectively, herein called the " Invention ") . 

2 . All applications for patent or like protection on said 
Invention that have been or may in the future be made by 
Assignor or Assignor's legal representatives, in any and all 
countries. 

3. All patents and like protection that have been or may in the 
future be granted on said Invention to Assignor or Assignor's 
legal representatives, in any and all countries of the world. 

4. All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions and the 
like of said applications and patents and similar rights or 
grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

5. All rights of action on account of past, present and future 
authorized or unauthorized use of said Invention and for 
infringement of said patents and like protection. 

6. The right of Assignee to file in his name disclosure 
documents, applications for patents and like protection for 
said Invention in any country and countries in the world. 

7. All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like 
protection. 

TO HAVE AND TO HOLD the Rights unto the Assignee, its 
successors and assigns forever, and Assignor does hereby bind 
himself, his heirs, legal representatives and assigns, to forever 
WARRANT and DEFEND the title to the Rights unto the said Assignee, 
its successors and assigns, against any person whomsoever lawfully 
claiming, or to claim the same, or any part thereof. 

Assignor covenants and agrees that Assignor will cooperate 
with Assignee such that Assignee may enjoy to the fullest extent 
the benefit of this Assignment. Such cooperation shall include, 
but not limited to, all of the following: 

1. Assignor's prompt execution of all papers that are deemed 




' 12 




necessary or desirable by Assignee to perfect the right, title and 
interest herein conveyed, and 

2. Assignor's prompt execution of all petitions, oaths, 
specifications, declarations or other papers that are deemed 
necessary or desirable by Assignee for filing and prosecuting 
patent applications, for filing and prosecuting substitute, 
division, continuing, or additional applications in the United 
States and/or all foreign countries, for filing and prosecuting 
applications for reissuance or reexamination of letters patent, and 
for interference proceedings involving and covering any of the 
Rights , and 

3. Assignor's prompt assistance and cooperation, including but 
not limited to execution of documents and testifying, in the 
prosecution of legal proceedings involving any of the Rights, 
including, but not limited to, patent prosecution, interference 
proceedings, infringement court actions, opposition proceedings, 
cancellation proceedings, priority contests, unfair competition 
court actions, trade secret court actions, public use proceedings, 
slander, license breach and royalty collection proceedings and 
other legal proceedings. 

Assignor warrants that Assignor has the right to make the 
assignment set forth herein and that no other person or entity has 
any rights of ownership or claim to thie subject matter of this 
Assignment as of the date of this Assignment. This Assignment is 
binding upon Assignor, Assignor's heirs, administrators, executors, 
successors, trustees, devisees and assigns and inures to and for 
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the benefit of Assignee, its successors and assigns. 

EXECUTED effective as of the date first above written and at 
the time and place indicated below opposite the signature: 




t^OODIE ROY 



Date; 



STATE OF TEXAS 



COUNTY OF 



§ 
§ 
§ 



BEFORE ME, the undersigned authority, on this day personally 
appeared WOODIE ROY known to me to be the person whose name is 
subscribed to the foregoing instrument, and acknowledged to me that 
she executed the same for the purposes and consideration therein 
expressed. 

, ^1-^ 

of 



EN. UNDER MY HAND AND SEAL OF OFFICE, this the 
■ , 1998. 



9T«EN Ul 



(SEAL] 



day 





Notary Public Signatu 



Notary Printed Name 7 
Commission Expires:. 
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SCHEDULE 1 TO ASSIGNMENT 



INVENTION 



This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenoi [or other mitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifiuoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use{s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenoi (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenoi in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenoi to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 




ounnxtAll^tUJ MITOCHUNUKXAU UNCOUPLING METHUU 
FOR DIAGNOSIS OR TREATMENT OF INFECTIOUS AND MALIGNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 



PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERLtX 

* Cooftrmcd Diagnosis by culcure, PCa» or 
hiscopachology ; specific serology. 

* Known Temperacure and Ueacing Time 
required cor Inac c Iva c ion , e.g.. 
Treponema pallidum (syphills)- 
4l.5*C ^ I hour; Bocrella burgdor- 
feri (Lyme Disease)-* l.5*C ;? I hour; 
Echlnococcus muIclXocuIarls (Hydacid . 
Incescacloct) -4 1 *C @ 13 ninuces; HIV , 
chronically infected (provlrus) ceils 
(cissue culcure)-42*C @ 10 hours, wlch 
recooib inane TNF-a, 4 2*C 3 3 hours. 
Kaposi's sarcoma , HIV iofeccion in che 
pacienc-42*C $ 2 hours/44*C a 15 minuces. 

* Unlcnovm Temperature and Ueacing Time 
required for inaccivaclon oz neoplasms,, 
or other inzecclous agents, determined 
by predictive - assay of biopsv/culture; 
generally, treatment teaperature/tlme 
uiil be decreased due to endogenous un- 
coupling also occurring in targeted 
biologic system (except viral). 



CLINICAL CRITERIA 

* Bistory of cardiac, hepatic, pulmonary 
renal. CNS , malignant hyperthersla, or 
endocrine disease, i.e., exclusion of 
patients-congestive heart failure, severe 
d/srhy thaias ; alcoholic or other hepatitis 
with elevated bllirubin/enzymes ; Icnovn 
endocrinopathies of brittle diabetes, 
pheochromocy coma , etc.; medications known 
to stimulate the physiologic response of 
hypcrmetabolic state and hyperthermia, e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc- 

* Pulaooary, renal, hepatic function tests; 
chest X-ray; C3C vich platelet count; Chem 
profile with Ca"^. Mg^, PO^"; exercise- 
multljated cardiac radionucleo tide scan 
vith resting ejection fraction at at least 
45", and no deterioration upon exercise. 

* Enhancing or seoslttzing agents to increase 
therapeutic gain, i.e., use of ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive). 



f~ — 

\ TREATMENT 1 

Dioitrophenol, dosage & schedule 
on "Biologic/Clinical Criteria"; 
IV (or r.M-SC) test dose (Img/kg) 
by VCj response -lal O2/sec«20 watts; 
common IV dosage. l-5mg/kg, q l-i hr , 
?0 2X greater q 6-12 hr ; B*^ i heat < 
dissipation modify dose/schedule. 

Other mlcochoadclal uncoupling ' 
agents, increased potency/more 
localized effect, e.g., FCCP, CCC?, 



METHOD PROTOCOL 
T \ 



BASELINE MONITORED 

Oxygen consumption/Increase, precedes core 
temperature increase by ^ minutes; prolonged 
or high risk patient-additional monitorin; of 
cissue oxygenation by gastric pH, NMR, ?£T or 
infrared spectroscopy, ear oximetry, blood gas- 
Core temperature, esophageal, rectal, bladder 
catheter thermistors. 

Cardiac functloa, concinous display of rhythm, 
rate, blood pressure and respiratory rate; 
Swan-Canz catheter for high risk patient. 



M.VNAGEMENT 

* Oxygen (1002) 9 4-6 liters/minute via 
nasal carnula/face mask. 

* Heat control with evaporation preventing- 
vater absorbing blankets/plastic liners; 
cooling control-if needed with tepid H^O 
spray and/or fan evaporative loss; use of 
P.O. propylthiouracil (PTU);. Decadron-I . V. 

* locravenous fluids, i.e., .851 Saline, 
D-Wi-lHS, supplemented with appropriate 
mLlliequivalents of PO^", Mg"*^; fluid 

for evaporative and 



perfluorooctane sulfonamide, SF- , ^^^^^ outpuc/f uoccion , maintain at least L-I..531 compensate for evapo 

6347; long chain fatty acids, and kg /hour; observe for possible myoglobinuria urinary losses, maintain 3?. 



brown fat 



' thermogin 



and monitor fluid input/output. 



Qepacic functloa ccscs, c 
iosoenzyme fractionation 
consideration . 



Modulacing-concroLling agents, 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon. 
, 5-lOmg/hr-IV ; dopamine(l-lO micro- 
graas/kg/min) ; Insulln-dose based 
on blood glucose; dobu tamine (1-15 
micrograms/kg/min) ; amrinone (5-7,5 serum creatinine 
microgratns/kg/ain); isoproterenol 
( . 5-2 micrograms/min) . 



t target temperature; 
if tumor lysis is a 



CMS aglcacioo, anxiety, possible seizure pro- 
phylaxis. 

Blood chcmiscry/elcccroly tes-glucose. 



MEDICAL USES 




DIACHOSIS - Enhanccacnc 
of NKR, PET, i Mear- 
Infnred Spectroscopy. 



THERAPT OF INFECTIOUS 
4 HALICMAMT DISEASE^ 
(dosagtt/ frequency of 
uncoupling agent will 
be deccralaed. by ch< 
specific ageac created 
4 u^e of ■odulaclng, 
ttoKaoclag, or other 
coablaed therapy drugs. 



Arrhythmia control, if needed-use of non- 
negative Inotropic, or drugs that cannot 
cause cardiac decompensation in hypermeca 
bolic state e.g., lidocaine; avoidance of 
beta blockers and Ca"*^ channel blockers. 

Anxiety, possible seizure control with 
I.V. vallum, thiopental; avoidance of 
PO^', drugs wich atropine like effects or major 

a.ati-psychotic drugs. 

••Sensicivity increased by enhanced aetabolic dlfterences 
between dlseased/noraaL tissues, i.e.. 0,. glucose, fatty 
acid. AT?, phosphocreatloe & speclilc suoscrace consuapc 
ion; laccic acid, free radical producclon; early dlagnos 
& predictability of disease tceacaent parameccrs/succes 



->-PAJtASITtC (See Illustrative Example) 



&l.5'C/l hr (or l«">^aACraLlAL (Bocrella burgdorferi) 
M*C/2 CO B hrs (or less) ^VIRaL (HIV) 



Based on predlceive biopsy and use of t*c lo » ■ J-[fp3nJVTrTr 
chcmocheraor or bioloxic response aodlflers 



BEST AVAILABLE COPY 



ILLUbTRAliVfc; METHOD/ USE EXAMPLE-' 



A 52 year old whice^ss male, hunciag dog cratner. prHced wich righc upper 
<iuadranc abdominal pafl^Hiscory revealed pasc(24 nonch oldj hepacic "cysc" sureerv 
and creacmenc wich albendazole (only 1 dose was given because of anaphylactic reacc- 
xon). He denied history of weight loss, pulmonary, cardiac or neurologic disease 
Upon physical examination, he had a weight of 198 pounds (90 Kg), height of 5'U" 
blood pressure UO/SO. pulse-76 and regular, respirations l8/mlnute. Ind oral ' 
temperature of 37.3 C. Laboratory studies, including hepatic, renal, pulmonary and 
cardiac function tests were normal; complete blood count was unremarkable except 
for 20Z eoslnophilia. Ultrasound and nuclear magnetic, resonance of the liver re- 
vealed A (2-3 cm. in diameter) cysts in the mid-right lobe; ELISA serology showed 
a diagnostic titer specific for Hydatid disease wich Echinococcus multilocularis . 
The patient refused to entertain any additional surgery or albendazole therapy.. 

After clinical assessment and treatment evaluation, i.e.. Echinococcus multilocu- 
laris protoscoleces and germinal layers are destroyed at i^l'C/lS minutes, whereas 
liver-hepatocytes withstand temperatures of 42=0 to 44°C for known periods of 20 
hours and 15 minutes respectively . the patient was given 1 aspirin; 10 mg. diazepam 
by mouth; and, intravenous fluids of 0.85 normal saline containing 9 millimolar KJO . 
7 milliequivalents of K+, and 2cc of 50Z saturated solution of Mg,SO, /liter . were^"^ 
Infused ac a race of 12cc/kg/hr. Urine output was maintained at llc/^g/hour or greater. 
Esophageal (optional), rectal and foley (16 gauge) tipped bladder catheter thermistors 
gave temperature readings every two minutes within O.l'C. Cardiac rate, rhythm, blood 
pressure, and repiratory rate sensors were placed and continously displayed on a multi- 
channel monitor. Intravenous glucagon-2mg/hr was infused, with 1 mg given prior to DNP. 

The patient was covered vich a water absorbing polyethelene lined blanket, and 
baseline respiratory gas flow/oxygen consumption (VO,) was determined using a 3 minute 

n^P^tT^^Tr'n ^^'^^^/.^"^^^"^"s administration of 90 mg of dinitrophenol 

(2% DN?/5ZNaHC03 at 1 mg/kg) . and determination that there was no untoward or idio- 
syncratic reaction, an additional 90 mg of 2.4 dinitrophenol (total of ISOmg, 2mg/kg 
body weight) was infused. Monitored physiologic parameters are shown in the Table below. 
An additional VO^ race was obtained five minutes after the second dose of DNP and the 
patient was therearter placed on 100% 0 via nasal canula. Target core temperature was 
maintained by occasional exposure of a fimb and/or decreasing the glucagon infusion rate 
to U.i3 mg/hour. Arcer the patient was maintained at a core temperature of 41.3'C for 
20 minutes, the treatment was terminated by removing the blanket and permitting eva- 
porative and radianc heat loss to return the body temperature to a normothermic level. 

TABLE 

»MtCar«i CllaXcal 0<u On NleochoodrUl Oaeau>llA( Ot</)Ue!lad la IUtucr<Cl«« Cuspit 
(TcoCMiic ot H/dlcld 4ta>JM-Cc!ltaacaccua suUlloculirls) 

^nauapcloa 
(al/>ln) 



Id) I 



CalAucts) 


RcdlcJClon 
i <tos«} 


I<sp. LiCc-0. 
<br«achs/sla} ' 




r.v. fij'ij . .53: 

SS J O.J l/iour 


15 


-30 


'$ 2 St/ hour 


:o 


0 
2 


2 . l-d l.ti:r9?;:«nel-70=s 
IV la i,3«l 3! 3:.N*HCCj 
(prt?ar<i lljBolvlns 
2.3sa 3N?C13I H,0} la 3^ 
Jt^HCQj-sivlnK 22 soUcla: 


20 
2* 


S 


2 , 4-d I.31S raph«tiol-90es 
tv in 4.3a; oi jZ^faHCS} 


24 


10 


Fluids taer««j«d Co 
1.2 L/hour; acarc Oj 


30 


20 




30 


40 


ClwCJSon •:*/ 3rlp 
d«ereat«d Z3 Q.3a{/hr 


30 


60 


CIuca'£on dl«conclnu«d 


30 


IZQ 


IV discsncLnuflJ 


2i 



330 





UrLac OuCpuC 
(esCJl al) 


Core Tcap 

C'C) 


Ocbcr 


73 




3;. I 


tl'jldt 9 10-I2ce 








per k(/hour. 


73 




37.1 


Hcpaelc K;«bs C/eI« 








scisul«e Lon. 


S8 


33 


37.1 


Covered wteh poly- 








tehyicnc blanket. 


. 92 




37.3 










suapcloa precedes 








Ceap. •levjcioo. 


93 




37.5 


ILO 


13 . 


39.4 


A£ecr VOjdeceralaed 








100: Oj 9 4 L/atn - 


120 


IS 


40.3 


via nasal cannula. 


Ud 


25 


41.4 


Lower •KCrtalc/ I* 








parctall/ eeposcd. 


tco 


30 


41.2 


5lan'«eC reWvcd 


too 


93 


33.4 


All cheralscors 








reaoved 




BEST AVAILABLE CX)PY 



OCTOBER 16, 2001 

FULBRIGHT & JAWORSKI LLP 
DAVID L. FOX 

1301 MCKINNEY, SUITE 5100 
HOUSTON, TX 77010-3095 
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UNITED STATE^^^ARTMEMT OF COMMERCE 
Patent and TradlM&rk Office 
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Woodie Roy 

Additional name(s) of conveying party(ies) attached? 
□ Yes S No 



3. Nature of Conveyance: 

la Assignment ^ Merger 

□ Security Agreement □ Change of Name 

□ Other ^ 



Execution Date: July 21. 1998 



2. Name and address of receiving party(ies): 
Name: Texas Pharmaceuticals, Inc. 



Intemal Address:, 

Street Address: 701 W. 4*^ Street 



City:_ 



Texarkana 



State: TX 



Zip: 75501 



Additional name{s) & address(es) attached? 
□ Yes No 



4. Application nimiber(s) or patent number(s): PCT/US99/1 6940 
If this docimient is being filed together with a new application, the 

execution date of the application is: 

A. Patent Application No.(s): 1 B. Patent No.(s) 

Additional numbers attached? □ Yes ^ No 



5. Name and address of party to whom correspondence 
concerning document should be mailed: 

Name: David L. Fox 


6. Total number of applications and patents involved: 
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Internal Address: Fulbrieht & Jaworski LLP 
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?;trRRt Address: 1301 McKinnev 
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EXHIBIT B TO AGREEMENT FOR SALE OF INVENTION AND RELATED RIGHTS 

NON-COMPETmON AGREEMENT 

THIS NON-COMPETITION AGREEMENT (this " Aareement " ) dated as of 
July 21, 1998, is by and between WOODIE ROY, whose address for the 
purposes of this Agreement is c/o 701 W. 14th Street, Texarkana, 
Bowie County, Texas 75501 (the " Seller ") and TEXAS 

PHARMACEUTICALS, INC., a Texas corporation, whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie 
County, Texas 75501 (the " Purchaser ") . 

RECITALS: 

A. Seller and Purchaser have entered into an Agreement For 
Sale of Invention and Related Rights dated as of July 20, 1998 (the 
" Sales Agreement ") pursuant to which, among other things, Purchaser 
has agreed to purchase from Seller, and Seller has agreed to sell 
to Purchaser, certain assets of Seller described therein, including 
(without limitation) Seller's invention of a use and method of 
inducing intracellular hyperthermia and free radical flux through 
the use of dinitrophenol and other mitochondrial uncoupling agents 
in the treatment of infectious and malignant disease (the 
" Invention ") and all rights of Seller under any and all disclosure 
documents, patents and patent applications relating thereto in all 
countries of the world and all other rights related to the 
Invention (the " Assets ") • 

B. Seller possesses certain confidential information 
relating to the Invention which is proprietary in nature and which 
is not and will not be generally disclosed. To induce Purchaser to 
enter into the Sales Agreement and to purchase Seller's Assets, 
Seller has agreed to enter into this Agreement to assure Purchaser 
that Seller will not use Seller's confidential information in a 
manner which will injure the commercial value of the Invention or 
the Assets. 

NOW, THEREFORE, in consideration of the premises and, other 
good and valuable consideration, the receipt and sufficiency of 
which are hereby acknowledged. Seller and Purchaser hereby covenant 
and agree as follows: 

1. Covenant Not To Compete . Seller hereby covenants that 
commencing upon the date hereof and continuing until November 1, 
2005, Seller shall not, unless acting as an employee or licensee of 
the Purchaser, own, manage, operate, join, control or participate 
in, directly or indirectly, or derive any benefits whatever from, 
or be an officer, director, employee, partner, agent, consultant or 
shareholder of, any business engaged in any activity that is in 
"Competition" in any manner whatsoever with the business of 
Purchaser in the "Specified Geographical Area," and Seller shall 
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not render assistance or advice to any person, firm or enterprise 
which is so engaged. For purposes of this paragraph, 

(a) " Competition " means the treatment of patients using 
methods covered by the Invention or otherwise using 
dinitrophenol or other mitochondrial uncoupling agents; and 

(b) " Specified Geographical Area " means the United 
States of America and any location in any country in which 
Purchaser holds a patent or patent application upon the 
Invention or rights to assert patent protection under any 
international treaty or law, 

2. Payments in Consideration of Covenant Not To Compete , In 
consideration of the covenants of Seller set forth in paragraph 1 
above. Purchaser has purchased from Seller the Assets for the 
consideration set forth in the Sales Agreement. 

3. Entire Agreement . This Agreement constitutes the entire 
agreement between the parties hereto with respect to the subject 
matter of this Agreement and supersedes and is in full substitution 
for any and all prior agreements and understandings whether written 
or oral between said parties relating to the subject matter of this 
Agreement, except as set forth in the Sales Agreement. 

4. Amendment . This Agreement may not be amended or modified 
in any respect except by an agreement in writing executed by the 
parties in the same manner as this Agreement. 

5. Assignment . This Agreement may be assigned without the 
consent of Seller in connection with the sale, transfer or other 
assignment of all or substantially all of the assets acquired by 
the Purchaser from the Seller under the Sales Agreement. 

6. Heirs and Successors . This Agreement shall be binding 
upon and shall inure to the benefit of and be enforceable by each 
of the parties and their respective heirs, legal representatives, 
successors and assigns. 

7. Invalid Provisions . If any provision of this Agreement 
is held to be illegal, invalid or unenforceable under present or 
future law effective during the term hereof, such provision shall 
be fully severable. This Agreement shall be construed and enforced 
as if such illegal, invalid or unenforceable provision had never 
comprised a part hereof and the remaining portions hereof shall 
remain in full force and effect and shall not be effected by the 
illegal, invalid or unenforceable provision or by its severance 
herefrom. Furthermore, in lieu of such illegal, invalid or 
unenforceable provision there shall be added automatically as part 
of this Agreement a provision similar in terms to such illegal, 
invalid or unenforceable provision as may be possible and be legal, 
valid and enforceable. 
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8. Specifi c Performance . Seller acknowledges that Seller's 
breach of the provisions of Section 1 of this Agreement will cause 
irrevocable harm to Purchaser, for which there may be no adequate 
remedy at law and for which the ascertainment of damages would be 
difficult. Therefore, Purchaser will be entitled, in addition to 
and without having to prove the inadequacy of, other remedies at 
law (including without limitation damages for prior breaches 
hereof) , to specific performance of this Agreement, as well as 
injunctive relief (without being required to post bond or other 
security) . 

9. Notice. All notices, consents, requests, approvals or 
other communications in connection with this Agreement and all 
legal process in regard hereto shall be in writing and shall be 
deemed validly delivered, if delivered personally or sent by 
certified mail, postage prepaid. Unless changed by written notice 
pursuant hereto, the address of each party for the purposes hereof 
IS the address set forth on page 1 of this Agreement. Notice given 
by mail shall be deemed delivered only when actually received. 

Descriptive Headings. The descriptive headings of the 
several sections of this Agreement are inserted for convenience 
only and shall not control or affect the meaning or construction of 
any of the provisions hereof. 

11- GOVERNING T.AW. THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED AND ENFORCED IN ACCORDANCE WITH THE LAWS OF THE STATE OF 
TEXAS (OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF) . 

IN WITNESS WHEREOF, the parties have duly executed this Non- 
Competition Agreement as of the date first above written. 

SELLER: 




■sTbODIE ROY 



PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




NAME:_ 
TITLE: 

DATE: 
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EXHIBIT C TO AGREEMENT FOR SALE OP INVENTION AND RELATED RIGHTS 

FORM OF STOCK WARRANT 

Warrant #W002 to Purchase 250,000 shares of Common Stock ($0.01 
par) ^ ^ ^ ' 

WARRANT OF 

TEXAS PHARMACEUTICALS' INC.. A TEXAS CORPORATION 



THIS WARRANT OF TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (this " Warrant ") certifies that, for value received, 
the Registered Owner is entitled, subject to the terms and 
conditions of this Warrant, until the expiration date, to purchase 
the stated number of shares of the Common Stock, par value $0.01 
(the " Common Stock ") of TEXAS PHARMACEUTICALS, INC., a Texas 
corporation (the " Corporation ") from the Corporation at the 
purchase price shown below, on delivery of this Warrant to the 
Corporation with the exercise form duly executed and payment of the 
purchase price (in cash or other consideration acceptable to the 
Corporation) for each share purchased. 

REGISTERED OWNER: WOODIE ROY, 701 W. 14th Street, 

Texarkana, Texas 75501. 

PURCHASE PRICE: At par. 

EXPIRATION DATE: 3:00 P.M., December 31, 1999, unless 

sooner terminated under this 
Warrant . 

TERMS 

1- Corporation's Covenants as to Common Stock . Shares 
deliverable on the exercise of this Warrant will, at delivery, 
be fully paid and non-assessable, free from taxes, liens and 
charges with respect to their purchase. The Corporation will 
take any necessary steps to assure that the par value per 
share of the Common Stock is at all times equal to or less 
than the then current Warrant purchase price per share of the 
Common Stock issuable pursuant to this Warrant. The 
Corporation shall at all times reserve and hold available 
sufficient shares of Common Stock to satisfy all purchase 
rights of outstanding options and warrants. 

2. Method of Exercise , The purchase rights represented by this 
Warrant are exercisable solely by the Registered Owner in 
whole at any time. This Warrant does not, prior to exercise, 
entitle the Registered Owner to any voting rights or other 
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rights as a stockholder of the Corporation, or to any other 
rights whatsoever except the rights herein expressed. No 
dividends or distributions are payable or will accrue on this 
Warrant or the shares available for purchase hereunder until 
this Warrant is exercised. 

Transfer. This Warrant is not transferable. The Corporation 
shall not recognize any purported attempt to transfer this 
Warrant by Registered Owner or any other person or authority. 

Recognition of Registered Owner, The Corporation shall treat 
the Registered Owner as the person exclusively entitled to 
receive notices and otherwise to exercise rights hereunder. 

Effect of Certain Events , if the Corporation, by 

stock dividend, split, reverse split, reclassification of 
shares, or otherwise, changes as a whole the outstanding 
Common Stock into a different number or class of shares, then: 

a. the number and class of shares so changed will, for the 
purposes of this Warrant, replace the shares outstanding 
immediately prior to the change; and 

b. the Warrant purchase price in effect, and the number of 
shares available for purchase under this Warrant, 
immediately prior to the date upon which the change 
becomes effective, shall be proportionately adjusted (the 
price to the nearest cent) . Irrespective of any change 
in the Warrant purchase price or the number of shares 
purchasable under this or any other Warrant of like 
tenor, the Warrants theretofore or thereafter issued may 
continue to express the Warrant purchase price per share 
and the number of shares available for purchase as the 
Warrant purchase price per share and the number of shares 
available for purchase were expressed in the Warrants 
when initially issued. 

Notice of Adjustment. On the happening of an event 
requiring an adjustment of the Warrant purchase price or the 
shares available for purchase hereunder, the Corporation shall 
forthwith give written notice to the Registered Owner stating 
the adjusted Warrant purchase price and the adjusted number 
and kind of securities or other property available for 
purchase hereunder resulting from the event and setting forth 
in reasonable detail the method of calculation and the facts 
upon which the calculation is based. The Board of Directors 
of the Corporation, acting in good faith, shall determine the 
calculation. 

Notice and Effect of Dissolution . In case a voluntary or 
involuntary dissolution, liquidation, or winding up of the 
Corporation is at any time proposed, the Corporation shall 
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give written notice to the Registered Owner at least thirty 
(30) days in advance of such event, if possible. Such notice 
shall contain (a) the date on which the transaction is to take 
place; (b) the record date as of which holders of Common Stock 
will be entitled to receive distributions as a result of the 
transaction; (c) a brief description of the transaction; (d) 
a brief description of the distributions to be made to holders 
of Common Stock as a result of the transaction; and (e) an 
estimate of the fair value of the distribution. On the date 
of the transaction, if it actually occurs, this Warrant and 
all rights hereunder will terminate if this Warrant has not 
been exercised by the Registered Owner. 

Notices. Notices shall be given by first class mail, postage 
prepaid, addressed to the registered owner at the address 
shown above or other address as may be hereafter provided to 
the Corporation. No notice to warrant holders is required 
except as herein specified. 

TEXAS PHARMACEU^CALS, INC., a Texas 
corporation 



BY: 




NAME : ' I \Ufty^^ ir^U/^/^/^ 
TITLE^ / \fiUyid/^ / 

DATE : n^Vf-^'j 



EXERCISE FORM 



[To be executed by the Registered Owner to exercise the Warrant] 

The undersigned hereby surrenders and delivers this Warrant to 
TEXAS PHARMACEUTICMiS, ^NC. , a Texas corporation, together with the 
cash payment of g!7;0Qft :^ (or other consideration acceptable to 
Corporation) for the purchase of 250,000 shares of Common Stock or 
such other number of shares as shall be equal to twenty-five 
percent (25%) of the total outstanding shares of all classes of 
stock in TEXAS PHARMACEUTICALS, INC., a Texas corporation. 

[Please sign exactly as name appears on Warrant] 

WOODIE ROY 

Taxpayer ID No. 
Date: 
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AFFIDAVIT AS TO FACT 



THE STATE OF TEXAS 
COUNTY OF 



* 



KNOW ALL MEN BY THESE PRESENTS: 



BEFORE ME, the undersigned authority on this day personally 
appeared WOODIE ROY, a single person, whose address is currently 

— ; T^i^^^A^ ^Aj ^ ^ Te: K >»js ^ ■ ^ 

being over the age of eighteen (18) years and otherwise fully 
competent to make this Affidavit, and who, after being by me duly 
sworn, deposed and stated the following to be true and correct: 

"I am a co-inventor of the Invention more particularly 
described on Schedule 1 to this Affidavit. 

I have the status of co-inventor based upon my suggestion to 
Nicholas Bachynsky that dinitrophenol could be used to induce 
hyperthermia in patients who have cancer or human immuno-def iciency 
virus (HIV) and my request that he explore the possibility of this 
use. I knew that certain malignant tumors and HIV are believed to 
be sensitive to heat and because of my previous work with Dr. 
Bachynsky using dinitrophenol in other applications, I knew that 
one of the properties of dinitrophenol is its ability to induce 
heat in humans. 

I recognize and confirm that Texas Pharmaceuticals, Inc. 
and/or James J. Naples have expended money to research the 
viability of this application of dinitrophenol and have done so 
with the understanding that Texas Pharmaceuticals, Inc. would own 
the commercial rights to any patent or therapy involving the use of 
dinitrophenol in the treatment of malignant and infectious 
diseases. 

As set forth in my Assignment of my rights to Texas 
Pharmaceuticals, Inc., I have conveyed all of my right, title and 
interest in the use of dinitrophenol as therein described for the 
sole purpose of vesting in Texas Pharmaceuticals, Inc. such rights. 
I do not know of anyone, other than Nicholas Bachynsky and Texas 
Pharmaceuticals, Inc., who has any claim to this invention of which 
I am co-inventor, whether as an inventor or as an assignee of an 
inventor. 

I understand that each of the statements contained herein will 
be relied upon by Texas Pharmaceuticals, Inc. in paying to me the 
Purchase Price described in that certain Agreement for Sale of 
Invention and Related Rights dated July 20, 1998, between me and 
Texas Pharmaceuticals, Inc. 



AFFIDAVIT OF FACT 
PAGE 2 



Further, I represent that I have examined this Affidavit and 
the attachment hereto and, to the best of my knowledge and belief, 
it is true, correct and complete." 



1998. 



EXECUTED as of the day of 




AFFIANT: 





OODIE ROY 



Of 




SCRIBED AND SWORN TO ME BY WOODIE ROY on this ^iftzL day 
- " , 1998. 



[SEAL] 

My Commission Expires: 






NOTARY PUBLIC, STATE TEXAS 
Printed/Typed Name of ^Notary 



SCHEDULE 1 TO ASSIRIMMPMt 



INVENTION 



This invention provides a medical method for: { 1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious disease by concurrent administration of dinitrophenol [or other mitochondrial 
;ll![^ro°^®^"'^^°''^ uncoupling agents, e.g., carbonylcyanlde m-chorophenylhydrazone 
ICCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
intracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radicai-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 



SCHEMATIZED MITOCHONDRIAL UNCOUPLING METHOD 
FOR DIAGNOSIS OR TREATMENT OF INFECTIOUS AND MALIGNANT DISEASE 



ORGANISM 
or 

MALIGNANCY 




PATIENT 



TREATMENT EVALUATION 



BIOLOGIC CRITERIiV 

* CooEtnaed Diagnosis by culture, PGR, or 
hiscopachology; specific serology. 

* Known Tcnperacure and Heacing Tiae 
required cor inaccivacion, e.g., 
Treponema pallidun (syp'nilis)- 
4l.5*C ^ I hour; Bocrelia burgdor- 
feri (LyToe Disease)-4L.5*C ^ I hour; 
Echinococcus nulcilocularis (Hydacid 
intescacioa)-4I*C $ 15 oinuces; HIV , 
chronically infected (provirus) cells 
(cissue culcure)-42*C k 10 hours, wlch 
recoabinanc TNF-a, 42*C 3 3 hours, 
Kaposi's sarcoma , HIV iafeccion in che 
?acienc-42'C ^ 2 hours/44*c I 15 ainuces. 

* Uakjiovn Teaperacure and Heaciag Tiae 
required for inaccivac ior. o: aeoplasms, 
or ocher inreccious agencs, decerair.ed 
by prediccive -r assay o: biopsy/culcure; 
generally, creacnsenc Ceaperacure/c ime 
viil be decreased due co er.dogenous un- 
coupling also occurring in targeced 
biologic syscem (excepc viral) . 



CLINICAL CRITERIA - 

* Hiscory of cardiac. hepacLc, pulmonary 
renal, CNS. oalignanc hyperchermia , or 
endocrine disease, i.e., exclusion of 
paciencs-congescive heart failure, severe 
d/srhychaias ; alcoholic or ocher hepaticis 
wich elevated bilirubin/enzymes ; known 
endocrlnopachies o: briccle diabetes, 
pheochromocycoma, etc.; medications Icnovm 
to stimulate the physiologic response of 
hypermetabolic state and hypercheraia . e.g., 
vascular constrictors, anticholinergics, 
calcium channel blocker, etc. 

* PuLaonary, renal, hepatic function tests; 
chest X-ray; C3C vi;h platelet count; Chea 



profile with Ca+ 



?0i 



exercise 



sultigaced cardiac radionucleotide scan 
with resting ejection fraction of at least 
45", and no deterioration upon e.xercise. 

* Enhancing or seoslcLzliig agents to increase 
therapeutic gain, i.e., use of ionizing 
radiation, chemotherapy, drugs, or biologic 
modifiers (synergistic or additive) - 



METHOD PROTOCOL 



I TREATMEj^ 



, i 

BASELINE & MONITORED 



Diaitrophenol, dosage & schedule * consuaption/iacrease , precedes core 

on "aiologic/Cliaical Criteria"; Ci=t?erature increase by 4 minutes; prolo.iged 

IV (or LM-SC) test dose (lag/Kg) °' ^^-S"- r-s*< patient-additional aonitoring o: 

by VC^ res?onse-lal O2/sec-20wat:s; -*ssue oxygenation by gastric pH, NMR, .'£T or 

co=on IV dosage. l-Smg/kg, q l-i hr , l^iirared spectroscopy, ear oximetry, blood ga 
?0 2X greater q 6-12 hr; BMR S heat 
dissipation modify dose/schedul-e . 



Core ceaperaturc, esophageal, rectal, bladder 
catheter thermistors. 



Other micocboodrlal uncoupling 
agents, increased potency/nore 
localized effect, e.g., FCC?, CCC?, 



Cardiac function, continous display of rhythn, 
rate, blood pressure and respiratory rate; 
Swan-Canz catheter for high ris'<c patient. 



MANAGEMENT 

Oxygen (ICOI) 3 i-6 liters/minute via 
nasal car.r.ula/face mas'ic. 

Heat control with evaporation preventing- 
vater absorbing blankets/plastic liners; 
cooling control-if needed wich tepid H^O 
spray and/or fan evaporative loss; use of 
P.O. propylthiouracil (?TU)-^ Decadron-l. V. 

Intravenous fluids. I.e., .85Z Saline, 
D-Wi-JjiS, supplemented with appropriate 
milliequivalents of PO^", Mg"*^; fluid 



per luorooctane sy If onamide , SF- . ^^^^^ oucput/fuoccion . maintain at least l-I .5nl compensate for evaporative and 

63^7; long chain catty acids, and : . . . . — 



brown fat "thermogin", etc. 



per kg /hour; observe for possible myoglobinuria "'i^^ary losses, maintain S?. 
and monitor fluid input/output. 



Modulating-cootrolling agents, 
tissue specific mediators which 
modulate substrate turnover rates 
through Krebs cycle; glucagon, 
,5-lOag/hr-IV; dopanine(l-lO raicro- 
grams/kg/min) ; insulin-dose based 
on blood glucose; dobutamine (1-15 
micrograms/kg/min); aarinone(5-7.5 serum creatinine 
micrograms/kg/ain) ; isoproterenol 
(.5-2 micrograms/ain) . 



Oepacic function tests, at target temperature; 
iosoenzyme fractionation if tumor lysis is a 
consideration. 



CSS agitation, an.xiety, possible seizure pro- 
phylaxis. 

Blood chcmistry/elcccrolytes-glucose . PO4*, 



Arrhythaia control, if needed-use of non- 
negative inotropic, or drugs that cannot 
cause cardiac decompensation in hyperaeta- 
bolic state e.g., lidocaine; avoidance of 
beta blockers and Ca**^ channel blockers. 

Anxiety, possible seizure control with 
I.V. Valium, thiopental; avoidance of 
drugs wich atropine like effects or major 
anti-psychotic drugs. 



MEDICAL USES 




DL&XPfOSIS - Enhanceocnc 
of SKR. PET, & Near- 
Infrared Spectroscopy. 



THE3lArY OF DfFECriOOS 

« HALIQUXT 0ISEA5E 
(dosage/frtqucncy of 
uncoupling agent will 
b« d«t*raila«d by Che 
specific a(enc created 
& us« of aodulacing, 
cohaaclog, or ocher 
covblnad chtrapy drugs. 



••Senslcivtcy increased by enhanced aetabolic differences 
becveen diseased/.toraal ctssues, t.e., 0,, glucose, facty 
acid. At?, phosphocrcacioc & specific suostrace consuapc- 
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hours and 15 mxnuces respectively . the patient vas given 1 aspirin- 10 »r /i.tL. 

gave temperature readings every two minutes within O.rc. Cardiac race rhvchm hlnnV 
lllZT' . — placed and continously displayed on 'a multi- 

channel monitor, mtravenous glucagon-Z.g/hr was infused, with 1 mg given'prior to DNP 

The patient was covered with a water absorbing polyethelene lined blanket and 
arcoUec"on"Fi:^ 'i^ 1'°''^^''^'^ consumption (VO^) was determinedtx^g'a 3 minute 
(2%: DNP/57 MaHCo/a^^m^^^^^^^^^^ after intravenous administration of 90 mg of dinitrophenol 
UiNfOA ,NaHC,03 at 1 mg/<g), and determination that there was no untoward or iAin 

An additional VO race was obtained five minutes afcer the second dose of DNP and the 
pa.ient was caerearcer placed on 100% 0 via nasal canula. Target core temperature Sas 
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A PROrCSSlONAL CORPORATION 



ATTORNEYS AT LAW 



WAYNE CHOATE 

SOANO CCRTiriCD 

CoMMcnciAL RcAc Estatc Lj^w 

Texas Soamo or Lcoal S»cciAt.izATiON 



2122 NORTH MAIN AVENUE 



TELEPHONE 
(2IOl) 733-€030 



SAN ANTONIO. TEXAS 782 12-9630 



FACSIMILE 
<2lO) 7330330 



«tOHN GOOOE 
(1923-1994) 



Sender's E-Mail; choate@goodelaw.com 



May 1, 2001 



CERTIFIED MAIL, RETURN RECEIPT REQUESTED 
NO. 7106 4575 1294 0281 2215 



Dr. Nicholas Bachynsky 
WERNB Medical Interests 
5944 Coral Ridge Drive, Ste. 202 
Coral Springs, Fl. 33076 

Re: Texas Pharmaceuticals, Inc., a Texas corporation (the 



Enclosed is a Declaration for Patent Application prepared for subnnission to the 
U.S. Patent and Trademark Office in connection with the pending Application for 
Patent concerning chemically induced intracellular hyperthermia. As the co-inventor 
of the subject matter of this Application for Patent, your certification of the matters 
set forth in the enclosed Declaration for Patent Application is necessary to complete 
this application. 

As you may recall, under the terms of the Assignment dated March 4, 1998, 
executed by you, as co-inventor and assignor, to the Corporation, as assignee, you 
contracted to promptly execute all declarations or other papers th^t are deemed 
necessary by the Corporation for filing and prosecuting patent applications (see page 
3, numbered paragraph 2). The enclosed document is deemed necessary by the 
Corporation for such purpose. 

. Please sign the enclosed document in the space provided beneath your name 
and address on page 2 and return to me in the enclosed self-addressed and stamped 
envelope. Upon receipt, I will forward the same to the Corporation's patent counsel 
for filing with the U.S. Patent and Trademark Office. 

If the signed Declaration for Patent Application is not received in my office on 
or before May 14, 2001, I will assume that you have declined to execute this 
document and will proceed to prepare the documents necessary to submit such 



tt 



Corporation") 



Dear Nick: 
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SENDERS RECORD 





Dr. Nicholas Bachynsky 
May 1, 2001 
Page 2 



Declaration for Patent Application. However, I should advise you that your failure to 
timely sign and return the enclosed docunnent will result in additional, unnecessary 
expense to the Corporation for which you may be responsible under the terms of the 
Assignment. 

Please call if you have any questions. 



GWC/yge 
3712-001 

Enclosures - as noted 

cc: (w/o enclosures): Dr. James Naples, President 

Texas Pharmaceuticals, Inc. 



Sincerely, 



G. Wayne Choate 
For the Firm 




Melissa D. Schwaller, Ph.D. 
Fulbright & Jaworski, L.L.P. 



Declaration for Patent Application 


Attorney Docket No. 
First Name Inventor 


HO-P01615US1 
Nicholas Bachynsky 


rn Submitted [x] Submitted after initial 


COMPLi 
Application No. 


zTE IF KNOWN: 
09/744,622 


Filing Date 


January 26, 2001 


Group Art Unit 


N/A 


Examiner 


Not Yet Assigned 



As a below named inventor, I hereby declare that: 

My residence, mailing address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor Of only one name is listed below) or an oriqinal first 
and joint inventor (if plural names are listed below) of the subject matter which is claimed and for which 
a patent IS sought on the invention entitled: 



CHEMICALLY INDUCED INTRACELLULAR HYPERTHERMIA 



The specification of which 

I I is attached hereto 
OR 

[x] was filed on January 26, 2001 

as United States Application No. or PCT International Application No. 09/744,622 
and was amended on " (if applicable). ' 

I hereby state that I have reviewed and understand the contents of the above-identified specification 
including the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which Is material to patentability as defined in 37 CFR 
1 .56. including for continuation-in-part applications, material information which became available 
between the filing date of the prior application and the National or PCT International filing date of the 
continuation-in-part. 

I hereby claim foreign priority benefits under 35 U.S.C. 1 1 9(a)-(d) or 365(b) of any foreign 
applications(s) for patent or inventor's certificate, or 365(a) of any PCT international application which 
designated at least one country other than the United States of America, listed below and have also 
Identified below, by checking the box, any foreign application for patent or inventor's certificate or any 
PCT international application having a filing date before that of the application on which priority is 
claimed. f 

Prior Foreign Application(s) 

US99/16940 PCT 07/27/99 



(Number) (Country) (Filing Date) 



(Number) (Country) (Filing Date) 



(Number) (Country) (Filing Date) 



Priority 


Certified 






YES 


NO 


□ 


□ 


X 


□ 


□ 


□ 


□ 


□ 


□ 



1 



IN UEU OF PTO SBIO^ (10^ 




I I Additional prior foreign applications are listed on a supplemental data sheet attached hereto. 

I hereby claim the benefit under 35 U.S.C. Section 1 1 9(e) of any United States provisional 
application(s) listed below: . 



60/094,286 


07/27/98 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 



I I Additional U.S. provisional applications are listed on a supplemental data sheet attached hereto. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements 
made on infomnation and belief are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under 18 U.S.C. 1001 and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



Full name of sole or first inventor 

Nicholas Bachyns ky 
Residence 

Coral Springs, Florida 
Citizenship ' USA 
Mailing Address 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



Full name of second inventor 
Woodie Roy 

Residence 

Coral Springs, Florida 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive. #202, Coral Springs. Fl 33076 



I hereby certify that this correspondence is being deposited with the U.S. Postal Service as Express Mail, Airbill No. 
envelope addressed to: Commissioner for Patents, Washington, CX: 20231, on the date shown below. 

Dated: , 2001 Signature: ( 



tn neu of pro Sa-02B (11-00) 



2. Article Number 




TLOb ^S7S L5^H D2AI SS15 



3. Service Type CERTIFIED MAIL 



4. Restricted Delivery? (Extra Fee) 



□ Yes 



^ iM^i^rtSieKAS^B ACHYNSKY 
WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE STE 202 
CORAL SPRINGS FL 33076 



COMPLETETHIS SECTION ON DELIVERY 




. 3712-001 J/1/01 



RE: 



SENDER: iii. 



]l PS Fbrmi38tt!June:2000i .1 



4 Domestic Return Receipt 
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T-Q. DR NICHOLAS BACHYNSKY 
WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE STE 202 
CORAL SPRINGS FL 33076 

SENDER: 

3712-001 5/1/01 

REFERENCE: 



PS Form 3800, June 2000 



RETURN 
RECEIPT 
SERVICE 


Postage 




Certified Fee 


0.00 


Return Receipt Fee 


0:66- 

6:66 


Restricted Delivery 




Total Postage & Fees 


6:66 


US Postal Service 

Receipt for 
Certified Mail 

No Insurance Coverage Provided 
Do Not Use for International Matt 


POSTMARK OR DATE 



GooxDE Casst^.-r Jontes 



A PROFESSIONAL CORPORATION 



ATTORNEYS AT LAW 



WAYNE CHOATE 

BOAMO CCATIFICD 

CoMMCnciAi. RcAt. Estate Law 

Texas Boaao or Lcoai. SPCCiAutZATiON 



aiaa north main avenue 
P.O. BOX 1 204eo 

SAN ANTONIO. TEXAS 732 12-9680 



TCLEPHONC 
(2IO) 733-e030 



FACSIMILE 
(2IO) 733-O330 



JOHN GOOOE 
(1923-1994) 



Sender's E-Mait: choate^^goodelaw.com 



May 1, 2001 



CERTIFIED MAIL, RETURN RECEIPT REQUESTED 
NO. 7106 4575 1294 0281 2208 



Ms. Woodie Roy 
WERNB Medical Interests 
5944 Coral Ridge Drive, Ste. 202 
Coral Springs, Fl. 33076 

Re: Texas Pharmaceuticals, Inc., a Texas corporation (the 



Dear Woodie: 

Enclosed is a Declaration for Patent Application prepared for submission to the 
U.S. Patent and Trademark Office in connection with the pending Application for 
Patent concerning chemically induced intracellular hyperthermia. As the co-inventor 
of the subject matter of this Application for Patent, your certification of the matters 
set forth in the enclosed Declaration for Patent Application is necessary to complete 
this application. 

As you may recall, under the terms of the Assignment dated July 21, 1998, 
executed by you, as co-inventor and assignor, to the Corporation, as assignee, you 
contracted to promptly execute all declarations or other papers that are deemed 
necessary by the Corporation for filing and prosecuting patent applications (see page 
3, numbered paragraph 2). The enclosed document is deemed necessary by the 
Corporation for such purpose. 

Please sign the enclosed document in the space provided beneath your name 
and address on page 2 and return to me in the enclosed self-addressed and stamped 
envelope. Upon receipt, I will forward the same to the Corporation's patent counsel 
for filing with the U.S. Patent and Trademark Office. 

If the signed Declaration for Patent Application is not received in my office on 
or before May 14, 2001, I will assume that you have declined to execute this 
document and will proceed to prepare the documents necessary to submit such 



"Corporation") 
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Ms. Woodie Roy 
May 1, 2001 
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Declaration for Patent Application. However, I should advise you that your failure to 
timely sign and return the enclosed docunnent will result in additional, unnecessary 
expense to the Corporation for which you may be responsible under the terms of the 
Assignment. 

Please call if you have any questions. 



GWC/yge 
3712-001 

Enclosures - as noted 

cc: (w/o enclosures): Dr. James Naples, President 

Texas Pharmaceuticals, Inc. 




Sincerely, 



G. Wayrfe Choate 
For the Firm 



Melissa D. Schwaller, Ph.D. 
Fulbright & Jaworski, L.L.P. 



Declaration for Patent Application 


Attorney Docket No. 
First Name Inventor 


HO-P01615US1 
Nicholas Bachynsky 


ri Submitted [x] Submitted after initial 


COMPU 
Application No. 


zTE IF KNOWN: 
09/744,622 


Filing Date 


January 26, 2001 


Group Art Unit 


N/A 


Examiner 


Not Yet Assigned 



As a below named inventor. I hereby declare that: 

My residence, mailing address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor (if only one name is listed below) or an original first 
and joint inventor Qf plural names are listed below) of the subject matter which is claimed and fo'r which 
a patent is sought on the invention entitled: 



09/744.622 



CHEMICALLY INDUCED INTRACELLULAR HYPERTHERMIA 

The specification of which 

[ I is attached hereto 
OR 

|x] was filed on January 26, 2001 

as United States Application No. or PCT International Application No. 
and was amended on 0^ applicable). ~ 

I hereby state that I have reviewed and understand the contents of the above-identified specification 
including the claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to patentability as defined in 37 CFR 
1.56, including for continuation-in-part applications, material infonmation which became available 
between the filing date of the prior application and the National or PCT International filinq date of the 
continuation-in-part. 

I hereby claim foreign priority benefits under 35 U.S.C. 1 1 9(a)-(d) or 365(b) of any foreign 
applications(s) for patent or inventor's certificate, or 365(a) of any PCT international application which 
designated at least one country other than the United States of America, listed below and have also 
Identified below, by checking the box. any foreign application for patent or inventor's certificate or any 
PCT international application having a filing date before that of the application on which orioritv is 
claimed. v 



Prior Foreign Application(s) 



Priority 



Certified 



US99/16940 



PCT 



07/27/99 



(Number) 



(Country) 



(Filing Date) 



YES NO 



□ □ 



(Number) 



(Country) 



(Filing Date) 



□ □ □ 



(Number) 



(Country) 



(Filing Date) 



□ □ □ 



IN UBJ OF PTC SBA31 (1000) 



I I Additional prior foreign applications are listed on a supplemental data sheet attached hereto. 

I hereby claim the benefit under 35 U.S.C. Section 119(e) of any United States provisional 
application(s) listed below: 



60/094.286 


07/27/98 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 


(Application No.) 


(Filing Date) 



I I Additional U.S. provisional applications are listed on a supplemental data sheet attached hereto. 



I hereby declare that all statements made herein of my own knowledge are true and that all statements 
made on information and belief are believed to be true; and further that these statements were made 
with the knowledge that willful false statements and the like so made are punishable by fine or 
imprisonment, or both, under 18 U.S.C. 1001 and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



Full name of sole or first inventor 

Nicholas Bachynsky 

Residence 

Coral Springs, Florida 

Citizenship USA 
Mailing Address . 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



Full name of second inventor 

Woodie Roy 

Residence 

Coral Springs, Florida 

Citizenship USA 
Mailing Address 

5944 Coral Ridge Drive, #202, Coral Springs, Fl 33076 



I hereby certify that this correspondence is being deposited with the U.S. Postal Sefvice as Express Mail. Airbill No. 
envelope addressed to: Commissioner for Patents, Washington. DC 20231. on the date shown below. 

Dated; , 2001 Signature: [ (_ 
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In liau of PTO SB^B (11-00) 



2. Article Nurriber 




TlDb M575 lE'lH SEOA 



! 3. Service Type CERTIFIED MAIL 



i 4. Restricted Delivery? (Extra Fee) 



□ Yes 



.1 . Article Addressed to: 

MSWOODIEROY 
"WERNB MEDICAL INTERESTS 
5944 CORAL RIDGE DRIVE SUITE 202 
CORAL SPRINGS FLORIDA 33076 



\ , COMPLETETHIS SECTION ON DELIVERY . • j 


A, Received by (Rease Print aeiarty) L- y 

^ oor\U(fc^^^ \J\/XAU 


ila Delivery . . 


C. Slgnatli?&\ . 
- f • ' \ ■ ' ^^TT"**"*. ■ • -r • ^ ■ 






3 : Agent - 
r<''>Vgy~1 Addressee 


b. Is deli^ address differentd®(^i:n'»V^- 
. :^;;if YES. eiWdelivery add^^^y^;^^^^^^^ 
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Domestic Return Receipt 



71Qt. MS7S IB^M Oaai 2206 

™'MS WOODIEROY 

WERNB MEDICAL INTERESTS 

5944 CORAL RIDGE DRIVE SUITE 202 

CORAL SPRINGS FLORIDA 33076 



SENDER: /g^^/l/Ol 

3712-001 5/1/01 

REFERENCE: 



PS Form 3800. June 2000 



RETURN 
RECEIPT 
SERVICE 



Postage 




Certified Fee 


0:00 


Return Receipt Fee 


0:00 


Restricted Delivery 


0:60- 


Total Postage & Fees 


0:00 



us Postal Service 

Receipt for 
Certified Mail 



POSTMARK OR DATE 



No Insurance Coverage Provided 
Do Not Use for International Mail 
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Sender's E-Mail; choaie@go^elaw.oorn 



vOhn coooc 



April 29. 2002 



VtA OVERNIGHT COU/IIER: f9S4J 522-2200 

VIA CERTI flED MAIL/RRR - 7106 457S 1294 OP^I tf^mt 

Harris K. Solomon 

BRINKLEY. McNERNEY, MORGAN. SOLOMON & TATUM, LLP 
200 East Las Olas Boulevard 
Suite 1900 

Fort Lauderdale, Florida 33301-2209 



Dear Mr. Solomon: 

By tetter of August 30. 2001 , you wrote to me in your capacity as counsel for 
Nicholas Bachynsky and Woodie Roy. By telephone conversation of April 26, 2002, 
between you and Dr. James J. Naples, you confirmed that your firm continues to 
represent Nicholas Bachynsky and Woodie Roy. 

On behalf of my client, Texas Pharmaceuticals, Inc.. enclosed are: 

1. Declaration for Patent Application English Language Declaration, Attorney 
Docket No. HO-P01615US1, Nicholas Bachynsky, Inventor, Application No. 
09/744,622, Filing Date January 26. 2001, for submission after Initial filing, 
for signature by Nicholas Bachynsky and Woodie Roy; and 

2. Copies of documents relating to patent filing by Texas Pharmaceuticals, Inc. 
under Attorney Docket No. H0-P01 61 5WO0/09805783. Application No. 
US99/ 16940, dated July 27. 1999. titled "Chemically Induced Intracellular 
Hyperthernnia" as follows: 



Transmittal letter to the United States Designed-Elected Office 
Concerning a Filing Under 35 U.S-C. 371; 



Re: Nicholas Bachynsky and Woodie Roy 



Check No. 44358, dated January 26, 2001, payable to Assistant 
Commissioner for Patents and Trademarks, for $1 .335.00, for filing fee 



No Transmission Information Available in on line [0] for CD01887 Printed 05/0^2002 14:11 * Pg 3/5 
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Harris K. Solomon 
April 29. 2002 
Page 2 



for U.S. National Phase Application off of PCT/US99/1 6940/09805783; 
and 

c. Internarional Application Published Under the Patent Cooperation Treaty, 
Classification A61K 31/06. Publication No. WQ 00/06143, International 
Application No. PCT/U 899/1 6940, filing date 27 July 1999, as filed 
(English transSation). 

Pursuant to Agreement for Sale of Invention and Related Rights dated March 
2, 1998. executed by Texas Pharmaceuticals, Inc., as purchaser, and Nicholas 
Bachynsky, as seller, covering the sale of intellectual property rights In the 
"chemically Induced intracellular hyperthermia" treatment (the " Invention " >. Nicholas 
Bachynsky executed and delivered to Texas Pharmaceuticals, Inc. an Assignment 
dated March 4, 1998 (also enclosed), assigning his rights in such Invention to Texas 
Pharmaceuticals. Inc. The Assignment requires that the assignor, Nicholas 
Bachynsky. promptly execute all declarations or other papers that are deemed 
necessary by the assignee, Texas Pharmaceuticals, Inc.. for filing and prosecuting 
patent applications (see Assignment, page 3, numbered paragraph 2). The enclosed 
form of Declaration for Patent Application English Language Declaration (In Lieu of 
PTO SB/01 (10-00) is deemed necessary by Texas Pharmaceuticals. Inc. for such 
purpose and has been prepared for execution by Nicholas Bachynsky. 

Pursuant to Agreement for Sale of Invention and Related Rights dated July 20. 
1 998. executed by Texas Pharmaceuticals. Inc., as purchaser, and Woodie Roy, as 
seller, covering the sale of her rights in the Invention, Woodie Roy executed and 
delivered to Texas Pharmaceuticals. Inc. an Assignment dated July 21, 1998 (also 
enclosed), assigning her rights in such Invention to Texas Pharmaceuticals. Inc. The 
Assignment requires that the assignor, Woodie Roy, promptly execute ail declarations 
or other papers that are deemed necessary by Texas Pharmaceuticals. Inc. for filing 
and prosecuting patent applications (see Assignment, page 3, numbered paragraph 
2). The enclosed form of Declaration for Patent Application English Language 
Declaration (In Lieu of PTO SB/01 (10-00) is deemed necessary by Texas 
Pharmaceuticals. Inc. for such purpose and has been prepared for execution by 
Woodie Roy. 

It is essential that Nicholas Bachynsky and Woodie Roy sign the enclosed 
Declaration for Patent Application and return it to m© in time to file it with the U.S. 
Patent and Trademark Office, no later than Wednesday. May 8, 2002. Please have 
your clients sign the enclosed Declaration for Patent Application In the spaces 
provided for signature on page 2 and return it to me in the enclosed self-addressed 
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and prepaid overnight courier wrapper. Please also fax a signed copy to me at (210) 
733-0330 not later than Monday, May 6, 2002. 

If the fully signed Declaration for Patent Application Is not received in my office 
on or before Monday, May 6, 2002. I will assume that your clients have declined to 
execute this document. 

Under cover of my letter dated May 1. 2001. sent by certified mail, return 
receipt requested, addressed to Nicholas BachynsJcy, a Declaration for Patent 
Application was submitted to him for signature, and under cover of my letter dated 
May 1, 2001, sent by certified mail, return receipt requested, addressed to Woodie 
Roy. a Declaration for Patent Application was submitted to her for signature. 
Although the return receipts (green cards) were received in my office, neither Mr. 
Bachynsky nor Ms. Roy returned a signed Declaration for Patent Application. 

Texas Pharmaceuticals. Inc. has been put to considerable expense in its efforts 
to obtain a signed Declaration for Patent Application from Mr. Bachynsky and Ms, 
Roy, despite their clear contractual obligation to cooperate in providing such 
documentation. Please provide the signed Declaration for Patent Application without 
delay to avoid further cost to my client. If your clients continue to refuse to 
cooperate, Texas Pharmaceuticals, Inc. will hold both Bachynsky and Roy financially 
responsible for the costs and expenses incurred by Texas Pharmaceuticals. Inc. in 
obtaining this documentation or in proceeding with the patent application process 
without this documentation. 

To facilitate this process. I have forwarded copies of this letter and all enclosed 
documentation, including the Declaration for Patent Application, to the last known 
address for Bachynsky and Roy. 

Please call if you have any questions. 



Sincerely, 




G. Wayne Choate 
For the Firm 

GWC:yge 
371 2-003 

Enclosures - as noted 
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cc: Texas Pharmaceuticals. Inc. (letter only) 



Nicholas Bachynsky Certified Mail/RRR - 7108 4575 1 294 0281 951 1 

6090 N.W. 66* Street Via Overnight Courier 
Parkland. Florida 33067 



Woodie Roy Certified Mail/RRR - 7106 4575 1294 0281 9528 

6090 N.W. 66*^ Street Via Overnight Courier 
Parkland. Florida 33067 
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Shipment Tracking . ^ \ 

F^dEx has processed your shipment shown t^eiQw. If you have any question? atrout 
this shipment, you can emM us or contact your customer service representative . 
Tracking Number 7904D02401CO 
Reference Number 3712-001 
Ship Date 04/29/2002 
Delivered To Recept/Frnt desk 
Delivery Location FORT LAUDERDALE FU 
Delivery Date/Time 04/30/2002 08:56 
S^nedForBy M.VENTERA 
Service Type F^orrty Letter 



Scan Activity 

Delivered FORT LAUDERDALE PL 

On FedEx vehicle far deUvery FORT LAUDERDALE FL 

Left FedEx Ramp FORT LAUDERDALE FL 



Dat*rnm* 

<>U3l0f2DO2 
03:66 

04/30/2002 
08:17 

04/30/2002 
07:24 

Arrived at FedEx Destination Location FORT LAUDERDALE 04/30/2002 



ComnMnts 



FL 



^^Sg?S$;sa!^">gri;^^ Arrived at FedEx Ramp FORT LAUDERDALE FL 
Left FedEx Sort FBclcty FORT WORTH TX 
Amved at Sort Fadfity FORT WORTH TX 
Left FedEx Sort Facility FORT WORTH TX 
Arrived at FedEx Ramp SAN ANTONIO TX 
Left FedEx Ramp SAN ANTONIO TX 
Uft FedEx Origin Location SAN ANTONIO TX 
Picked up by FedEx SAN ANTONIO TX 



07:13 

O4/3Q/2002 
06:04 

04/30/2002 
03:3$ 

04/30/2002 
02:19 

04/30/2002 
00:41 

04/29/2002 
23:33 

04/29/2002 
22:39 

04/29/2002 
21:31 

O4Q9/20O2 
16:16 
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Home I Afaoiit FedEx } Serviee Info | Careers | e Business Tools | Manage My Account 

Search 




j Select More Online Services 

* Track Shipments 



• EmaB Track 

■ Custom CfWcat 
» Cargo Track 
> Fed Ex Fretaht 



Related Links 

* Signature Proof 
► Mv F^dEx 

• Hacdhe M Trac k 

^ PlinLBusdjLShia 





Track Shipments 

Detailed Results ^ 

TyaGkitig Number 831696460515 
R^erence Numi>er 3712*001 
Ship Date (MA2d/2002 
Delivered To Recipient 
Delivery Location POMPANO BEACH PL 
Delivery Oate/Tim« 05/01/200212:59 
Signed For By 1694656 
Service Type Priority Pak 



Scan Activity 

Delivefed POMPANO BEACH PL 

DeUvered POMPANO BEACH FL 

On FedEx vehicle for deSrvery POMPANO 
BEACH FL 

Package Status POMPANO BEACH FL 

Package status POMPANO BEACH FL 

Package status POMPANO BEACH FL 

Package ciaiiw POMPANO BEACH FL 

Package status POMPANO BEACH FL 

Delivery attempt POMPANO BEACH Ft 

On FedEx vehicle for detivery POMPANO 
BEACH FL 

Arrivftd at FedEx Oestinatioa Location 
POMPANO BEACH FL 

Arrived at Sort Facility FORT WORTH TX 
Un FedEx Ramp SAN ANTONIO TX 



05r01/20Q2 
l2:Sd 

05/01/2002 
12:59 

05/01^2002 
12:09 

05/01/2002 
11:48 

05/01/2002 
11:21 

OS/D1/2002 
06:55 

04/30/2002 
17:20 

04/30m)2 
11.-06 

04/30/2002 
10:43 

04/30/2002 
08:30 

04/300002 
07:54 

O4/S3/2002 
02:19 

04/29/2002 
22:39 




Tracking Options 

* Obtain a Si g future Proof 

gTPgrtv?ry 

• Email these tracking 
fttate 1o or>e or more 
rec^ients 



Datenime Comments 



No stgnalure required - release 
waiver on file 

No signature required - release 
vvaMr on fSa 



Package in FedEx location 
Package in FedEx location 
Package m FedEx location 
Package in FedEx location 
Package tn FedEx k>catk>n 
tnoorrect address 



Email Your Detailed Tracking Results 

Enter your email (optionai), up to three email addresses as recipients, add your 
message, and dick on Send Email. 
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To 

To 
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Select More Online Services 

» Track SWpmenlfi 

* Alte rnate Refe 

» FedEx InSiqht 

* Custom GriHcal 
> Cargo Track 



Manaflft MV AWUnt I Customer Seiviee | Srt^ 
Search for P 



Related Links 

» Signature Proof 

► Fed&f Winetesfi Sohitiona 

> Handheld Traok 

* FedE5LSid£feflr 

» Print Rinri A Rhip 

* EedE x Address Checker 



Track Shipmenls 

Detailed Results . 

Tracking Number 831696460490 

Reference Number 3712-C01 

Ship Date 04/29/2002 

Delwered To Recipient 

Delhrery Location POMPANO BEACH FL 

Delivery Datemme 05/01/200212:59 

Signed For By 1694656 

Service Type Priority Pak 





Ship& 



^Gel urn s:^^^ g»oa< 



Scan Activity 

Delivered POMPANO BEACH FL 

Defivered POMPANO BEACH FL 

On FedEx vehicle fordeiJvery POMPANO 
BEACH FL 

Package status POMPANO SEACH FL 

Package status P0MPAi40 BEACH Ft 

Package status POMPANO BEACH FL 

Package status POMPAMO BEACH FL 

Oefivery attempt POMPANO BEACH FL 

On FedEx vehfele for delivery POMPANO 
BEACH FL 

An-ived at FedEx Destination Location 
POMPANO BEACH FL 



Date/Time 

05/01/2002 
12:59 

05^1/2002 
12:69 

O5«>1/2002 
12:09 

06/01/2002 
11:48 

05roi/20Q2 

oass 

04^0/2002 
17:19 

04/30^2002 
11:06 

04^2002 
10:43 

04OQ/20Q2 
0d:30 

O4A3Q/2002 
07:54 



Left FedEx Ramp FORT LAUDERDALE FL 04/30/2002 

07:23 



Arrived at FedE^ Ramp FORT 
LAUDERDALE FL 



04/30/2002 
06:04 

Left FedEit Sort Facility FORT WORTH TX 04/30/2002 

03:38 



Tracking Options 

• Obtain a Siqnatufte Proof 
pfDeTivefy 

• Eman the 66 tracking 
IfiSjl^toone cr more 
recipier^s 



Comments 

No signature required - release 
waiver on ftie 

No signature reqtsred - release 
waiv«r on file 



Package in FedEx bcation 
Packag* in FedEx bc^bn 
Package in FedEx k>cation 
Package In FedEx bcation 
Incorrect address 



Email Your Detailed Tracking Results 

Enter your email (optondl), up to three eman addresses a& recipients, add your 
message, and dick on Send Cma]l. 
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INVENTO AcLARATIQN qg^ff/^tn^ us o ^ 



As a below named inventor, I hereby declare that: 

My resideace, pC3t office address aad citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor (if only one name is Ii3ted below) or an original, first and joint 
inventor (if plural names are listed below) of the subject matter which is claimed and for which a patent is sought 
on the invention entitled "Chemically Induced Intracellular Hyperthermia", the specification of which 

(check one) B is attached hereto. 

□ was filed on bs Application Serial No. or PCT international application No. [ 
and was amended on . . 

(if ftppUcablo) 

I hereby state that I have reviewed and understand the contents of the above identified specification, including the 
claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance vrith Title 37, Coda of Federal Regulations, § 1.56(a). 

I hereby claim foreign priority benefits under Title 35, United States Code, § 119(a)-(d) or § 365Cb) of any foreign 
application(a) for patent or inventor's certificate, or § 355(a) of any PCT international application which designated 
a^; least one country other than the United States of America, listfid below and have also identified below any 
foreign application for patent or inventor's certificate, or of any PCT international application having a filing date 
before that of the application on which priority ia claimed: 

Prior Foreign Application(s) Priority Claimed 









□ 


□ 


OTumbar) 


(Country) 


(Day/MgnlhyYear r-lsd) 


Yes 


No 








□ 


□ 


(Number) 


(Ccunwy) 


(Dajf/Month/Yoar ?il8<i) 


Yes 


No 








□ 


□ 


Clumber) 


(Country) 


(Day/MoatWYear Filed) 


Yes 


No 



I hereby claim the benefit under Title 35, United States Code § 119(e) of any United States provisional 
application(9) listed below; 



(AppUcation Serial No.) (Filing Date) 



(AppUcation Serial No,) (Filing Data) 




jubject ' — , ^ • ^ ' ^ , , , j» 

application in the manner provided by the first paragraph of Title 35, U.S.C. §112, 1 acknowledge the duty to 
diecloBa material information as defined in Title 37, Code of Federal Regulationa §1. 56(a) which occurred between 
the filing date of the prior application and the national or PCT international filing date of this application. 



(Application Serial No.) (Filing Date) (Status) 

(patented, pending, abandoned) 



(ADoUcation Serial No.) (Filing Date) (Statue) 

(patented, pending, abandoned) 

I hereby declana that all statements made herein of my own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that these statements were made with the knowledge 
that willful falsa statements and the like so made are punishable by fine or imprisnnment, or both, under 
Section 1001 of Title 18 of the United States Code and that such willful false statements may jeopardize the 
validity of tho application or any patent issued thereon. 



• • 


Nicholas BachyMky 






Texarkana, Texas 


CIttzsTuhJp 

U.S. 1 


Pes*. Oni£» Adimi n 

Same as above . 1 




1 T'ilj Na£j of 3<xnd tnVantar 

Wocidie Roy 










U.S. 


Pa* I OiTU* Ad^ruj 

Same a3 above 


full N'iOA cf Third Cnv«flUr 






1 


?ii4*. Omsa A^idieu 




full N'boia af Peurth Inventor 


tnvafitar'J Slgnatur* 


Oite 






- 


rui N'aaa Fifth (avbdIot 








CibUinihIp 






Invantor** SIgnt-.ufj 




Reliance 






rmi Nuu 0.' 3(!venlh Cnvmior 




Dato 








Full of Elahth Cnysntor 


t-rvif.Ur'i Sl^ViTS 


Data 




ClUaruhip 
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INVENT' 



ECLARATION 



As a below named inventor, I hereby declare that: 

My resideace, pest offico address aad citizenship are aa statsd below next to my name. 

I believe I am the original, first eind sole inventor (if only one name is listed below) or an original, first and joint 
inventor (if plural names are listed below) of the subject matter which is claimed and for which a patent is sought 
on the invention entitled "Chemically Induced Intracellular Hyperthermia'*, th& specification of which 

u- ■ • 

(check one) B is attached hereto. 

□ was filed on as Application Serial No. or PCT international application No. [ 

and was amended on _______ 

(if ftppUcablo) 

I hereby state that I have reviewed and understand the contents of the above identified specification, including the 
claims, as amended by any amendment referred to above, 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance with Title 37, Coda of Federal Regulations, § 1.56(a). 

I hereby claim foreign priority benefits under Title 35, United States Code, § I19(a)-(d) or § 365Cb) of any foreign 
application(a) for patent or inventor's certificate, or § 365(a) of nay PCT international application which designated 
a: least one country other than the United States of America, listed below and have also identified below any 
foreign application for patent or inventor's certificate, or of any PCT international application having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Application(s) 



Priority Claimed 









□ 


□ 




(CounUy) 


(I)ay/M«iit>vVear FUed) 


Yes 
□ 


No 
□ 


(Xvunbsr] 


CCcuntry) 


(Diy/lfowh/Vear Filed) 


Yea 
□ 


No 
□ 


(Number) 


(Country) 


(Day/Moath/Year P2ed) 


Yes 


No 



I hereby claim the benefit under Title 35, United States Code § 119(e) of any United States provisional 
application(9) listed below; 



(Application Serial No.) 



(Filing Date) 



(Application Serial No.) (Filing Data) 

I hereby claim the benefit under Title 35, United States Code §120 of any United States application(a}, or § 365(b) 
of any PCT international application designating the United States of America, listed below and insofar as the 
subject matter of each of the claims of this application is not disclosed in the prior U.S. or PCT international 
application in the manner provided by the firefc paragraph of Title 35, U.S.C. §112, 1 acknowledge the duty to 
disclose material information as defined in Title 37, Code of Federal Begulationa §1. 56(a) which occurred between 
the filing date of the prior application and the na:ional or PCT intemotional filing date of this application. 



(Application Serial No.) 



(Filing Date) 



(Status) 
(patented, pending, abandoned) 



(Aoolication Serial No.) 



(Filing Date) 



(Status) 
(patented, pending, abandoned) 



I hereby declare that all statements made herein of my own knowledge are true and that all statements made on 
information and belief are believed to be true; and farther that these statements were made with the knowledge 
that willful falsa statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States Code and that auch willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



4 ' ' * 



Nicholas Bachynstcy 




Da;* 


Texarkana, Texas 


U.S. 


Pes; Omi* Adimi ^ 

Same as above . | 



TuD Nuci of 3<xnd CnVantar 

Woodie Roy 




^^^^ 




CUiuntfhip 

U.S. 



Same as above 



full N'au of Third brvnatflr 



Inventor « 3izr<ari» 



Con 



Fcl' Nft=A «/ Fccnh Ir.vaaUr 



Dite 



Pal OTFVa Adcmi 



ruli Naaa of Fifth trtVBntar 



CftUiniHp 



PtiD Sa=w of Isvenlh CnvmUT 



CilUanahtp 



Put CfTxt Adimi 




NON-COMPETITION AGREEMENT 



THIS NON-GOMPETITION AGREEMENT (this " Agreement ") dated as of 
March 4, 1998, is by and between NICHOLAS BACHYNSKY. whose address for the 
purposes of this Agreement is 701 W. 14th Street, Texarkana, Bowie County/Texas 
75501 (the "Seller") and TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
whose address for the purposes of this Agreement is 701 W. 1 4th Street, Texarkana, 
Bowie County, Texas 75501 (the " Purchaser "). 

RECITALS: 

A. Seller and Purchaser have entered into an Agreement For Sale of 
Invention and Related Rights dated as of March 2, 1998 {the " Sales Acreement ") 
pursuant to which, among other things. Purchaser has agreed to purchase from Seller, 
and Seller has agreed to sell to Purchaser, certain assets of Seller described therein, 
including (without limitation) Seller's invention of a use and method of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatnnent of infectious and malignarit 
disease (the " Invention ") and all rights of Seller under any and all disclosure 
documents, patents and patent applications relating thereto in all countries of the 
world and all other rights related to the Invention (the " Assets "). 

B. Seller possesses certain confidential information relating to the Invention 
which is proprietary in nature and which is not and will not be generally disclosed. 
To induce Purchaser to enter into the Sales Agreement and to purchase Seller's 
Assets, Seller has agreed to enter into this Agreement to assure Purchaser that Seller 
will not use Seller's confidential information in a manner which will injure the 
commercial value of the Invention or the Assets. 

NOW, THEREFORE, in consideration of the premises and other good and 
valuable consideration, the receipt and sufficiency of which are hereby acknowledged. 
Seller and Purchaser hereby covenant and agree as follows: 

Covenant Not To Compete. Seller hfirphy rnv/pnantc that ^r>nr.mon<-inj 
upon the date hereof and continuing until November 1, 2005, Seller shall not, unless 
acting as an employee or licensee of the Purchaser, own, manage, operate, join, 
control or participate in, directly or indirectly, or derive any benefits whatever from, 
or be an officer, director, employee, partner, agent, consultant or shareholder of, any 
business engaged in any activity that is in "Competition" in any manner whatsoever 
with the business of Purchaser in the "Specified Geographical Area," and Seller shall 
not render assistance or advice to any person, firm or enterprise which is so engaged. 
For purposes of this paragraph. 
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(a) " Competition " means the treatment of patients using methods 
covered by the Invention or otherwise using dinitrophenol or other 
mitochondrial uncoupling agents; and ' 

(b) " Specified Geographical Area " means the United States of America 
and any location in any country in which Purchaser holds a patent or patent 
application upon the Invention. 

2. Payments in Consideration of Covenant Not To Compete . In considera- 
tion of the covenants of Seller set forth in paragraph 1 above, Purchaser has 
purchased from Seller the Assets for the consideration set forth in the Sales 
Agreement. 

3. Entire Agreement . This Agreement constitutes the entire agreement 
between the parties hereto with respect to the subject matter of this Agreement and 
supersedes and is in full substitution for any and all prior agreements and 
understandings whether written or oral between said parties relating to the subject 
matter of this Agreement, except as set forth in the Sales Agreement. 

4. Amendment . This Agreement may not be amended or modified in any 
respect except by an agreement in writing executed by the parties in the same manner 
as this Agreement. 

5. Assignment . This Agreement may be assigned without the consent of 
Seller in connection with the sale, transfer or other assignment of all or substantially 
all of the assets acquired by the Purchaser from the Seller under the Sales Agreement. 

6. Heirs and Successors . This Agreement shall be binding upon and shall 
inure to the benefit of and be enforceable by each of the parties and their respective 
heirs, legal representatives, successors and assigns. 

7. Invalid Provisions . If any provision of this Agreement is held to be illegal, 
invalid or unenforceable under present or future law effective during the term hereof, 
such provision shall be fully severable. This Agreement shall be construed and 
enforced as if such illegal, invalid or unenforceable provision had never comprised a 
part hereof and the remaining portions hereof shall remain in full force and effect and 
shall not be effected by the illegal, invalid or unenforceable provision or by its 
severance herefrom. Furthermore, in lieu of such illegal, invalid or unenforceable 
provision there shall be added automatically as part of this Agreement a provision 
similar in terms to such illegal, invalid or unenforceable provision as may be possible 
and be legal, valid and enforceable. 

8. ^ Specific Performance . Seller acknowledges that Seller's breach of the 
provisions of Section 1 of this Agreement will cause irrevocable harm to Purchaser, 
for which there may be no adequate remedy at law and for which the ascertainment 
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of damages would be difficult. Therefore, Purchaser will be entitled, in addition to, 
arid without having to prove the inadequacy of, other remedies at law (including 
without limitation damages for prior breaches hereof), to specific performance of this 
Agreement, as well as injunctive relief (without being required to post bond or other 
security). 

9. Notice. All notices, consents, requests, approvals or other 
communications in connection with this Agreement and all legal process in regard 
hereto shall be in writing and shall be deemed validly delivered, if delivered personally 
or sent by certified mail, postage prepaid. Unless changed by written notice pursuant 
hereto, the address of each party for the purposes hereof is the address set forth on 
page 1 of this Agreement. Notice given by mail shall be deemed delivered only when 
actually received. 

10- Descriptiv e Headinos . The descriptive headings of the several sections 
of this Agreement are inserted for convenience only and shall not control or affect the 
meaning or construction of any of the provisions hereof. 

1 1 . GOVERNING LAW . THIS AGREEMENT SHALL BE GOVERNED BY AND 
CONSTRUED AND ENFORCED IN ACCORDANCE WITH THE LAWS OF THE STATE 
OF TEXAS (OTHER THAN THE CHOICE OF LAW PRINCIPLES THEREOF). 

IN WITNESS WHEREOF, the parties have duly executed this Non-Competition 
Agreement as of the date first above written. 



SELLER: 




PURCHASER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




DATE: '3 I (ok^ 
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SECURITY AGREEMENT 



This SECURITY AGREEMENT (this " Agreement ") is made effective this 4th day 
of March, 1998, by and between TEXAS PHARMACEUTICALS, INC., a Texas 
corporation, whose address is 701 W. 14th Street, Texarkana, Bowie County, Texas 
75501 (the " Borrower ") and NICHOLAS BACHYNSKY, an individual whose address 
for the purposes of this Agreement is 701 W. 1 4th Street, Texarkana, Bowie County, 
Texas 75501 (the " Secured Party "). 

RECITALS: 

A. This Agreement is being executed in connection with Secured Party's 
agreement to sell, and Borrower's agreement to purchase certain property, a 
portion of the purchase price of which is evidenced by that certain Promissory 
Note of even date herewith in the principal sum of $35,000.00, executed by 
Borrower and payable to Secured Party. Such transaction is more particularly 
described in that certain Agreement For Sale of Invention and Related Rights 
dated as of March 2, 1998, between Secured Party, as seller, and Borrower, 
as purchaser (herein, the " Sales Agreement "). 

B. As inducement to Secured Party to consummate the sale described in the Sales 
Agreement and to accept as part of the consideration for such sale the 
Promissory Note, Borrower is simultaneously herewith providing a security 
interest in Borrower's right, title and interest in and to the Collateral Security 
(hereafter described) to Secured Party. 

AGREEMENT : 

NOW THEREFORE, in consideration of the foregoing and for other good and 
valuable consideration, receipt of which is hereby acknowledged. Borrower and 
Secured Party hereby agree as follows: 

Section 1 . Definitions . The following terms shall have the definitions set forth 

below: 

" Code " shall mean the Uniform Commercial Code as adopted in the State 
of Texas as the Business and Commerce Code, as amended from time to time, 

" Collateral Security " shall mean the collateral described in Section 4 

hereof. 

" Effective Date " shall mean the date hereinabove first set forth. 
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" Event of Default " shall mean any condition or occurrence defined as an 
Event of Default in Section 8 hereof. 

" Pronnissorv Note " shall mean that certain Promissory Note of even date 
herewith in the principal sum of $35,000.00, executed by Borrower and payable to 
Secured Party. 

" Oblioation " is defined in Section 3 hereof. 

" Potential Default " shall mean an event or occurrence which, with notice 
or the passage of time, or both, would constitute an Event of Default hereunder or 
under any of the Financing Documents, 

" Security Interest " is defined in Section 2 hereof. 

All other capitalized terms not defined in this Section 1 shall have the meaning 
set forth for such terms elsewhere in this Agreement. In the definitions set forth 
herein the plural includes the singular, and the use of the singular includes the plural. 

Section 2 . Securitv Interest . 

(a) Borrower hereby grants to Secured Party security interests in and to 
all of the Collateral Security to secure the payment and performance of the Obligation; 
such security interests are in addition to, and not in lieu of, any other security interest 
granted, now or hereafter, by Borrower to Secured Party. 

(b) The security interests granted herein by Borrower are collectively 
referred to as the " Securitv Interest ." 

Section 3 . Obligation . This Security Agreement and the Security Interest 
granted hereby secure the payment and performance of the monetary obligations of 
Borrower (in the capacity of Maker) under the Note. 

Section 4 . Collateral Securitv: Dutv to Supplement Collateral Securitv . 

(a) The Security Interest granted hereby by Borrower shall cover the 
following collateral: 

(i) All of Borrower's right, title and interest in and to the following 
rights, interest, and property acquired from Secured Party pursuant to the Sales 
Agreement or related thereto: 

(1) the uses, methods and therapies of inducing 
intracellular hyperthermia and free radical flux through the use of dinitrophenol and 
other mitochondrial uncoupling agents in the treatment of infectious and malignant 
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disease (the " Invention "): 

(2) Borrower's rights, powers, interests and title iri the 
methods, uses, procedures, protocols and other matters contained in, related to or 
arising in connection with the subject matter of or otherwise related to said Invention; 

(3) All applications for patent or like protection on said 
Invention by Borrower or Borrower's legal representatives, in any and all countries. 

(4) All patents and like protection hereafter granted on 
said Invention to Borrower or Borrower's legal representatives, in any and all countries 
of the world. 

(5) All substitutions for and divisions, continuations, 
continuations-in-part, renewals, reissues, extensions, and the like of said applications 
and patents and like grants, including, without limitation, those obtained or 
permissible under past, present and future law and statutes. 

(6) All rights of action on account of past, present and 
future authorized or unauthorized use of said Invention and for infringement of said 
patents and like protection. 

(7) All international rights of priority associated with said 
Invention, disclosure filings, applications, patents and like protection. 

(b) All of the collateral described in this Section 4 is collectively referred 
to as the " Collateral Security ." 

(c) The provisions of this Security Agreement shall not be construed to 
permit the sale, assignment, anticipation, encumbrance or other hypothecation or 
disposition in any manner of the Collateral Security or any interest therein until the 
Obligation shall have been satisfied in full. 

(d) Absent both an Event of Default and a Potential Default hereunder, 
and subject to the provisions of Section 7 concerning payment of certain fees and 
expenses authorized by this Security Agreement, Borrower shall have the right to 
receive and own free of any security interest hereunder all income, revenue and 
benefits accruing from the Collateral Security. 

Section 5 . [intentionally omitted] 

Section 6 . Representations and Warranties of Borrower . Borrower hereby 
represents, warrants and covenants that upon execution of this Security Agreement 
and at all times subsequent thereto: 



3 




(a) Except for the Security Interest granted hereby, to the best of 
Borrower's actual knowledge. Borrower owns the Collateral Security free from any 
lien, security interest, claim or encumbrance. 

(b) Borrower has all requisite corporate power to enter into this Security 
Agreement and any and all other documents executed in connection herewith and to 
pledge the Collateral Security. 

(c) This Security Agreement and any and all other documents executed 
in connection herewith constitute and shall, constitute the legal, valid and binding 
obligation of Borrower enforceable in accordance with the terms thereof. 

Section 7 . Borrower's Covenants . Borrower further represents, warrants, 
agrees and covenants that: 

(a) Borrower, upon request of Secured Party, will execute, cause to be 
acknowledged and deliver any and all further documents to effect the agreements 
herein contained, and to preserve and protect the Collateral Security and the Security 
Interest and to cause to be delivered to Secured Party the Collateral Security upon the 
occurrence of an Event of Default hereunder, as set forth in Section 8 : and 

(b) Borrower will reimburse to Secured Party all reasonable costs 
incurred by Secured Party in the enforcement of this Security Agreement following an 
Event of Default hereunder, as set forth in Section 8 . 

Section 8 . Events of Default . Borrower shall be in default under this Security 
Agreement upon the occurrence of any of the following events or conditions expressly 
set forth below (each herein an " Event of Default "): 

(a) an event of default of Borrower shall occur under the Note; or 

(b) Borrower shall default in the timely performance of any 
obligation, covenant, agreement or liability contained herein. 

Section 9 . Remedies of Secured Party Upon Event of Default . 

(a) At any time after the occurrence of an Event of Default hereunder, 
Secured Party, may, at its option, do any or all of the following: 

(i) Exercise any or all of Secured Party's rights and remedies under 
this Security Agreement or under the Code with respect to all or any portion of the 
Collateral Security; 

(ii) Exercise any and all of the rights and remedies provided to a 
secured creditor by the Code or at law or in equity; 
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(iii) Terminate Borrower's rights, if any, to possess and exercise 
any rights in and to the Collateral Security. If Secured Party exercises this remedy, it 
may do all things which, in Secured Party's discretion, are necessary for the 
administration or preservation of the Collateral Security without notice to or approval 
by Borrower. 

(b) In the collection and enforcement of Collateral Security, Secured 
Party is hereby irrevocably and fully empowered by Borrower, as its agent and 
attorney-in-fact, to (i) sue in Borrower's name or in the name of Secured Party or in 
the name of any nominee of Secured Party with respect to the Collateral Security 
pledged hereunder, and (ii) exercise and enforce any and all rights of Borrower and/or 
Secured Party relating to the Collateral Security. 

Section 10 . Parties Bound . The rights of an benefits to Secured Party under 
this Security Agreement shall inure to the benefit of its heirs, legal representatives and 
assigns. The terms of this Security Agreement shall be binding upon the heirs, legal 
representatives and assigns of the parties hereto. All representations, warranties and 
agreements of Borrower shall bind Borrower's heirs, legal representatives and assigns. 
All references herein to Borrower or to Secured Party shall be deemed to include their 
respective heirs, legal representatives and assigns. 

Section 1 1 . Notices . All notices, advices, demands, requests, consents, 
statements, satisfactions, waivers, designations, refusals, confirmations or denials 
given pursuant to, or in connection with, this Security Agreement must be in writing, 
be either personally served, sent via overnight courier, telecopied, or sent with return 
receipt requested by registered or certified mail with postage (including registration 
or certification charges) and be addressed as set forth in the first sentence of this 
Agreement, or to any such other person or at such other place as Borrower or Secured 
Party may form time to time designate by written notice to the other. 

Any matter so served upon or sent to Secured Party or Borrower in the manner 
aforesaid, shall be deemed sufficiently given for all purposes hereunder on the date 
the same was sent via overnight courier, personally delivered, or telecopied, or on the 
third (3rd) business day after the same shall have been deposited in a United States 
Post Office, except that notices of changes of address shall not be effective until 
actual receipt. Where no longer notice period is expressly required hereunder, notice 
so given at least five (5) days prior to the related action (or if the Uniform Commercial 
Code elsewhere specifies a longer period, such longer period) shall be deemed 
reasonable. 

Section 12 . Modifications . No provision hereof shall be modified or limited 
except by a written agreement expressly referring hereto and to the provision so 
modified or limited and signed by both parties to this Security Agreement, nor by 
course of conduct, usage of trade or by the law merchant. 
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Section 13 , Severability . The unenforceability of any provision of this Security 
Agreement shall not affect the enforceability or validity of any other provision hereof. 

Section 14. Financino Statement . Secured Party and Secured Party's agent 
are each of them authorized on behalf of Borrower, as Borrower's agent and attorney- 
in-fact for such purpose, to complete and sign one or more financing statements with 
respect to any Collateral Security covered by this Security Agreement and to file the 
same in any appropriate office or place. 

Section 15 . Applicable Law . THIS SECURITY AGREEMENT SHALL BE 
CONSTRUED ACCORDING TO THE LAWS OF THE STATE OF TEXAS. 

Section 1 6 . Limitation on Agreements . All agreements between Borrower and 
Secured Party, whether now existing or hereafter arising and whether written or oral, 
are hereby expressly limited so that in no contingency or event whatsoever, or by 
whatever cause or reason, shall the amount paid, or agreed to be paid to Secured 
Party for the payment or performance of any covenant or obligation contained herein 
or in by other document evidencing, securing or pertaining to the Obligation or the 
Collateral Security, exceed the maximum amount permissible under applicable usury 
law. If from any circumstances whatsoever fulfillment of any provision hereof or of 
any of such other documents, at the time performance of such provisions shall be 
due, shall involve transcending the limit of validity prescribed by usury law, then, ipso 
facto, the obligation to be fulfilled shall be reduced to the limit of such validity, and 
if from any such circumstance Secured Party shall ever receive as interest or 
otherwise an amount which would exceed the highest lawful rate, such amount which 
would be excessive interest shall be added to the Collateral Security, to be held, 
applied and invested and released to Borrower as provided in this Security Agreement. 
All sums paid or agreed to be paid to Secured Party for the use, forbearance or 
detention of any indebtedness of Borrower to Secured Party arising hereunder shall, 
to the extent permitted by applicable usury law, be amortized, prorated, allocated and 
spread throughout the full term of this Security Agreement until performance or 
payment in full of all Obligation so that the actual rate of interest on account of such 
indebtedness in uniform throughout the term thereof. 

Section 1 7 . Further Assurances . Borrower covenants that it shall deliver any 
and all such further documents, instruments and agreements as Secured Party may 
reasonably require to give effect to the provisions of this Security Agreement, all in 
form and substance reasonably satisfactory to Secured Party. 

Section 18 . Cumulative Remedies . All rights, powers and remedies of Secured 
Party under this Security Agreement and any and all other documents, instruments 
and agreements relating thereto are cumulative and not exclusive and shall be in 
addition to any other rights, powers or remedies provided by law or equity. No 
limitations or qualification on any right, power, or remedy of Secured Party any other 
document, instrument or agreement regardless of any conflict between any of the 
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obligations of Borrower under different documents, instruments or agreements such 
conflict shall be resolved by permitting Secured Party to enforce the provisions which 
are more favorable to Secured Party, unless it is otherwise expressly stated jn one 
such document, instrument or agreement that it supersedes or qualifies such other 
documents, Instruments or agreements. 

Section 19. Counterparts. This Security Agreement may be executed in any 
number of counterparts and by different parties in separate counterparts, each of 
which when which counterparts taken together shall constitute but one and the same 
Instrument. 

EXECUTED AND DELIVERED as of the date and year first above written. 



BORROWER: 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




TITLE: 



SECURED PARTY: 
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STATE OF TEXAS 
COUNTY OF S^A K, 



BEFORE ME, the undersigned authority, on this day personally appeared 
NICHOLAS BACHYNSKY known to me to be the person whose name Is subscribed 
to the foregoing instrument, and acknowledged to me that he executed the same for 
the purposes and consideration therein expressed. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the ^5~tX day of March, 
1998. 




IIAOHUNBUSCH 

IN EXPIRES 

May 4, 2000 



NotaryTPublic Signature 

Notary l^rinted Name 

Commission Expires: ^ - <^0<^ Q 



STATE OF TEXAS 
COUNTY OF 



BEFORE ME, the undersigned authority, on this day personally appeared JAMES 
J. NAPLES, President of TEXAS PHARMACEUTICALS, INC., a Texas corporation, 
known to me to be the person whose name is subscribed to the foregoing instrument, 
and acknowledged to me that he executed the same for the purposes and considera- 
tion therein expressed and in the capacity therein stated, as the act and deed of said 
corporation. 

GIVEN UNDER MY HAND AND SEAL OF OFFICE, this the day of March, 

1998. 




PATTY HAMILTON 

(SEMtty 

Stote ot Texos 
Commission Expires 1 1-^-^ 



Notary 



f Public Signature 



gnatur 



Notary Printed Name 
Commission Expires:. 
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Warrant ttWOOl to Purchase 500.000 shares of Common Stock ($0,01 par valuGl 

WARRANT OF 

TEXAS PHARMACEUTICALS, INC, A T EXAS CORPORATinM 



THIS WARRANT OF TEXAS PHARMACEUTICALS, INC./ A TEXAS 
CORPORATION (this " Warrant ") certifies that, for value received, the Registered 
Owner is entitled, subject to the ternns and conditions of this Warrant, until the 
expiration date, to purchase the stated number of shares of the Common Stock, par 
value $0.01 (the " Common Stock ") of TEXAS PHARMACEUTICALS, INC., a Texas- 
corporation (the " Corporation ") from the Corporation at the purchase price shown 
below, on delivery of this Warrant to the Corporation with the e^^ercise form duly 
executed and payment of the purchase price (in cash or other consideration 
acceptable to the Corporation) for each share purchased. 

REGISTERED OWNER: Nicholas Bachynsky, 701 W. 14th Street, 

Texarkana, Texas 75501. 

PURCHASE PRICE: At par. 

EXPIRATION DATE: 3:00 P.M., December 31, 1999, unless 

sooner terminated under this Warrant. 

TERMS 

1- Corporation's Covenants as to Common Stock . Shares deliverable on the 
exercise of this Warrant will, at delivery, be fully, paid and non-assessable, free 
from taxes, liens and charges with respect to their purchase. The Corporation 
will take any necessary steps to assure that the par value per share of the 
Common Stock is at all times equal to or less than the then current Warrant 
purchase price per share of the Common Stock issuable pursuant to this 
Warrant, The Corporation shall at all times reserve and hold available sufficient 
shares of Common Stock to satisfy all purchase rights of outstanding options 
and warrants. 

2. Method o f Exercise . The purchase rights represented by this Warrant are 
exercisable solely by the Registered Owner in whole at any time. This Warrant 
does not, prior to exercise, entitle the Registered Owner to any voting rights or 
other rights as a stockholder of the Corporation, or to any other rights 
whatsoever except the rights herein expressed. No dividends or distributions 
are payable or will accrue on this Warrant or the shares available for purchase 
hereunder until this Warrant is exercised. 

3. Transfer . This Warrant is not transferable. The Corporation shall not 
recognize any purported attempt to transfer this Warrant by Registered Owner 
or any other person or authority. 



Recognition of Registered Owner . The Corporation shall treat the 
Registered Owner as the person exclusively entitled to receive notices and 
otherwise to exercise rights hereunder. 

Effect of Certain Events. If the Corporation, by stock dividend, split, 

reverse split, reclassification of shares, or otherwise, changes as a whole the 
outstanding Common Stock into a different number of class of shares, then: 

a. the number and class of shares so changed will, for the purposes of this 
Warrant, replace the shares outstanding immediately prior to the change; 
and 

b. the Warrant purchase price in effect, and the number of shares available 
for purchase under this Warrant, immediately prior to the date upon 
which the change becomes effective, shall be proportionately adjusted 
(the price to the nearest cent). Irrespective of any change in the Warrant 
purchase price or the number of shares purchasable under this or any 
other Warrant of like tenor, the Warrants theretofore or thereafter issued 
may continue to express the Warrant purchase price per share and the 
number of shares available for purchase as the Warrant purchase price 
per share and the number of shares available for purchase were 
expressed in the Warrants when initially issued. 

Notice of Adjustment . On the happening of an event requiring an adjustment 
of the Warrant purchase price or the shares available for purchase hereunder, 
the Corporation shall forthwith give written notice to the Registered Owner 
stating the adjusted Warrant purchase price and the adjusted number and kind 
of securities or other property available for purchase hereunder resulting from 
the event and setting forth in reasonable detail the method of calculation and 
the facts upon which the calculation is based. The Board of Directors of the 
Corporation, acting in good faith, shall determine the calculation. 

Notice and Effect of Dissolution . In case a voluntary or involuntary 
dissolution, liquidation, or winding up of the Corporation is at any time 
proposed, the Corporation shall give written notice to the Registered Owner at 
least thirty (30) days in advance of such event, if possible. Such notice shall 
contain (a) the date on which the transaction is to take place; (b) the record 
date as of which holders of Common Stock will be entitled to receive 
distributions as a result of the transaction; (c) a brief description of the 
transaction; (d) a brief description of the distributions to be made to holders of 
Common Stock as a result of the transaction; and (e) an estimate of the fair 
value of the distribution. On the date of the transaction, if it actually occurs, 
this Warrant and all rights hereunder will terminate if this Warrant has not been 
exercised by the Registered Owner. 




Notice? . Notices shall be given by first class mail, postage prepaid 
addressed to the registered owner at the address shown above or other address 
as may be hereafter provided to the Corporation. No notice to warrant holders 
is required except as herein specified. 



TEXAS PHARMACEUTICALS, INC., a Texas 
corporation 




TITLE: PflFT/ dEMT 
DATE: ^/ G>/9f 



EXERCISE FORM 



ITo be executed by the Registered Owner to exercise the Warrant] 

The undersigned hereby surrenders and delivers this Warrant to TEXAS 
PHARMACEUTICALS, INC., a Texas corporation, together with the cash payment of 
$5,000.00 (or other consideration acceptable to Corporation) for the purchase of 
500,000 shares of Common Stock or such other number of shares as shall be equal 
to fifty percent (50%) of the total outstanding shares of all classes of stock in TEXAS 
PHARMACEUTICALS, INC., a Texas corporation. 



[Please sign exactly as name appears on Warrant] 

NICHOLAS BACHYNSKY 

Taxpayer ID No. 



Date:^ . BY: 
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SCHEDULE 1 TO ASSIGNMFMT 



INVENTION 



This invention provides a medical method for: (1 ) prevention of life threatening 
hypothermia; (2) enhancing magnetic resonance spectroscopy and positron emission 
tomographic metabolic imaging; and (3) treatment of resistant neoplastic and 
infectious d isease by concurrent administration of dinitrophenol [or other mitochondrial 
thermoregulatory uncoupling agents, e.g., carbonylcyanide m-chorophenylhydrazone 
(CCCP), carbonylcyanide-p-trifluoromethoxy-phenylhydrazone (FCCP), recombinant 
brown fat type protein, or lipid proton ionophores] and respiratory oxygen, intravenous 
fluids, anti-platelet drugs, as needed cooling, and specific metabolic, activating 
cytokines [e.g., recombinant tumor necrosis factor (TNF), interferons, etc.], hormones 
(e.g., glucagon), and other medications to control and focally enhance the 
mitochondrial uncoupling effects. 

The present invention avoids the use of labor intensive, complex hyperthermia 
equipment, including invasive extracorporeal perfusion, with its associated thermal 
gradient toxicity problems to interposed normal tissues, inherent to all therapeutic 
methods of delivering heat from the outside-in. A new use(s)/method of generating 
iritracellular oxygen derived free radicals, and heating from within the cell has been 
discovered for dinitrophenol (or other oxidative phosphorylation uncouplers) in 
prevention of cold injury, and treatment of free radical-thermosensitive parasites (e.g., 
Echinococcus), bacteria (e.g., Borrelia burgdorferi), lipid enveloped viruses (e.g., HIV), 
and neoplasia (e.g., gastric adenocarcinoma). It has further been discovered that 
cataracts, induced by dinitrophenol in the treatment of chronic obesity, can be 
prevented by concomitant administration of a variety of free radical scavenging 
agents, including tocopherol, ascorbic acid, and beta-carotene. 

Briefly, the present invention is a new use(s)/method of inducing increased, 
intracellular free radical.flux and hyperthermia, including the procedure of administrat- 
ing dinitrophenol to patients in doses sufficient to denature and inactivate targeted 
biologic systems. Concurrent administration of tissue selective activating hormones, 
biologicals or drugs permits greater enhancement of the therapeutic index, while 
physiologic gain cooling, fluids, respiratory oxygen, and monitoring procedures permit 
safe therapeutic control. The figure on the attached page depicts an example 
use(s)/methodology of this process in an algorithm. 




ATTORNEY REPRESENTATION AGREEMENT 



RE: Assignment of Invention and Related Rights by NICHOLAS 
BACHYNSKY (" Seller ") to TEXAS PHARMACEUTICALS, INC., A TEXAS 
CORPORATION (" Buyer ") , concerning a novel use and method of 
inducing intracellular hyperthermia and free radical flux 
through the use of dinitrophenol and other mitochondrial 
uncoupling agents in the treatment of infectious and malignant 
disease. 

1. REPRESENTATION . The legal instruments involved in the above- 
referenced sale of invention and related rights have been 
prepared for and on behalf of Buyer by GOODE, CASSEB & JONES, 
a Professional Corporation, Attorneys at Law (" Goode, Casseb 
& Jones ") . The undersigned acknowledges that Goode, Casseb & 
Jones has acted only as counsel to Buyer, and has not, in any 
manner, undertaken to assist or render legal advice to the 
undersigned with respect to this transaction, the subject 
matter of the transaction, or with respect to any of the 
documents or instruments being executed in connection 
therewith. The undersigned further acknowledges that he is 
aware that he may retain his own legal counsel to advise him 
regarding the transaction and/ or to review and render advice 
concerning any of the documents or instruments being executed 
in connection therewith and has in fact sought such advice 
from Robert White, Attorney at Law. 



2. DOCUMENT REVIEWED . The undersigned hereby acknowledges 
receiving and reading a copy of this Attorney Representation 
Agreement and by the undersigned's signature affirms the 
acknowledgment of the undersigned to the accuracy of the above 
statements and the undersigned's agreement thereto. 




INVENTOITOECLARATION 




^ ^^torney Docket No. 



As a belaw named inventor, I hereby declare that: 

My resideace, pest office address aad citizenship are as statsd below next to my name. 

I believe I am the original, first and sole inventor (if only one name is listed below) or an original, first and joint 
inventor (If plural names are listed below) of the subject matter which is claimed and for which a patent is sought 
on the invention entitled "Chemically Induced Intracellular Hyperthennia'*, the specification of which 



(check one) B 
□ 



is attached hereto. 

was filed on as Application Serial Xo. or PCT international application No. [ 

and was amended on . 

(i: dpplicablo) 

I hereby state that I have reviewed and understand the contents of the stove identified specification, including the 
claims, as amended by any amendment referred to above, 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance with Title 37, Coda of Federal Regulations, § 1.56(a). 

I hereby claim foreign priorig' benefits under Tit;le 35, United States Ccde» § U9(a)-(d) or § 365(b) of any foreign 
application(s) for patent or inventor's certificate, or § 355(a) of any PCT international application which designated 
a^- least one country other than the United States of America, listed below and have also identified below any 
foreign application for patent or inventor's certificate, or of any PCT iatarcational application having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Application(s) 



Priority Claimed 









□ 


□ 


(IfuinlMr) 


{Country) 


(Day/Month/Ysarr-Iad) 


Yes 


No 








□ 


□ 


(Kutnfaef] 


(Ccuntiy) 


(Diy/Monsh/Year Filed) 


Yea 


No 








□ 


□ 


(Number) 


(Couniry) 


(Day/MoatWYear Filed) 


Yes 


No 



I hereby claim the benefit under Title 35, United States Code § 119(e) of any United States provisional 
application(s) listed below: 



(Application Serial No.) 



(FilLng Dare) 



(Application Serial No.) 



(Fiimg Dara) 




jy^JgQ^ _ _ 

application in the manner provided by the first paragraph of Title 35, U.S.C. §112, 1 acknowledge the duty to 
disclcsd material information as defined in Title 37, Code of Federal Regulations §1. 56(a) which occurred between 
the filing date of the prior application and the national or PCT international filing date of this application. 



(Application Serial No.) 



(Aoolication Serial No.) 



(Filing Date) 



(Filing Date) 



(Status) 

(patented, pending, abandoned) 
(Status) 

(patented, pending, abandoned) 



I hereby declare that all statements made herein of my own knowledge are true and that all statements made on 
information and belief are believed to be true; and further that these statements were made with the knowledge 
that willful false statements and the like so made are punishable by fine or impriBonment, or both, under 
Section 1001 of Title 18 of the United States (3cde and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 




Nicholas BachvnaHv 






Texarkana, Texas JlC 


U.S. 1 


pest Cm^ft Addmi i 

Same as above 1 



7u£ Najoi of ^xnd tnVantar 

Woodie B5y> 



tevMpAr*! Stgnatun 




U.S. 



Same 83 above 

Full S'uu ef Th>d CRvftn:Ar 



FuL' flf Tcc-O* Inventor 



Pat Om=& >£!c;cu 



rui Saaa of Fifth iRVBotcr 



Full S'arsa 4f Silh [nvrniar 



Invii.ntar't 3!jnflturs 



rull Noiaa Qf Seventh CnvmUsr 



Pc4t CfTM Mima 



INVENTOliDECIARATION 



Docket No. 



\ 



As a bebw named inventor, I hereby declare that: 

My resideace, pest office address and citizenship are as stated below next to my name. 

I believe I am the original, first and sole inventor (if only one name is listed below) or an original, first and joint 
inventor (if plural names are listed below) of the subject matter which is claimed and for which a patent is sought 
on the invention entitled "Chemically Induced Intracellular Hyperthermia^ ths apecification of which . 

(check one) B is attached hereto. 

□ was filed on as Application Serial No. or PCT international application No. I 

and was amended on ^ 

(if applicabla) 

I hereby state that I have reviewed and understand the contents of the above identified specification, including the 
claims, as amended by any amendment referred to above. 

I acknowledge the duty to disclose information which is material to the examination of this application in 
accordance with Title 37, Code of Federal Regulations, § 1.56(a). 

I hereby claim foreign priority benefits under Title 33, United States Code, § 119(a)-(d) or § 365Cb) of any foreign 
application(8) for patent or inventor's certificate, or § 365(a) of any PCT international application which designated 
ar: least one country other than the United States of America, listed below and have also identified below any 
foreign application for patent or inventor's certificate, or of any PCT intamatLonal application having a filing date 
before that of the application on which priority is claimed: 



Prior Foreign Application(a) 



Priority Claimed 





(CounUy) 


(Day/MQsiWear Filed) 


Yes 


No 








□ 


□ 


(Niiavbar) 


(Ccufttry) 


(DAy/MoAth/Vear Filed) 


Yes 


No 








□ 


□ 


(Number) 


(Country) 


(Day/Moath/Year Filed) 


Yes 


No 



I hereby claim the benefit under Title 35, United States Code § lld(e) of any United States provisional 
application(9) listed below: 



(Application Serial No.) 



(Filing Date) 



(Application Serial No.) (Filing Data) 

I hereby claim the benefit under Title 35, United States Code §120 of any United States application(a), or § S65(b) 
of any PCT international application designating the United States of America, listed below and insofar aa the 
subject matter of each of the claims of this application is not disclosed in the prior U.S. or PCT international 
application in the manner provided by the first paragraph of Title 35, U.S.C. §112, 1 acknowledge the duty to 
disclosa material information as defined in Title 37, Code of Federal Regulations §1. 56(a) which occurred between 
the fding date of the prior appUcation and the nauonal or PCT international fding date of this application. 



(Application Serial No.) 



(Application Serial No.) 



(Filing Date) 



(Filing Date) 



(Status) 

(patentfd, pending, abandoned) 

(Status) 
(patented, pending, abandoned) 



I hereby declare that all statements made herein of my own knowledge are true and that aU statements made on 
information and belief are believed to be true; and further that these statements were made with the knowledge 
that willful falsa statements and the like so made are punishable by fine or imprisonment, or both, under 
Section 1001 of Title 18 of the United States C^ode and that such willful false statements may jeopardize the 
validity of the application or any patent issued thereon. 



7u£ Naju ef 3<xn4 tnVtovtar 

Woodie Roy 




rid yA£« af SqU or T'>n\ InMslor 

Nicholas Bachynsky 




DaL6 , 


a^t:^;^^£^. ^^^^ 

Texarluma, Texas ^/y^ 


Cltlznuhlp 

U.S. 


Same as above 



CUiieuhip 

U.S. 



Same a3 above 



Pull S'4S£ Of TKnl CnvAAUir 



Pal Ofna A!c(cu 



?Ui Saaa of Fifth tffviBlQr 



Cftutnihip 



tftvintar'* Sljnt-.ura 



Cltueaahip 



CUizsrahip 



Pc«e a fTio Andrew 



Full K»rj of E:3hth [nysntor 



r-rver.tcr'i Slpuvirt 



